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(57) Abstract: Melanin concentrating hormone antago- 
nists containing compounds of the general formula (I) or 
salts thereof are useful as preventive or therapeutic drugs 
for obesity and so on wherein Ar 1 is an optionally sub- 
stituted cyclic group; X and Y are each independently a 
spacer having a Ci^ main chain; Ar is an optionally sub- 
stituted fused polycyclic aromatic ring; R. 1 and R 2 are each 
/ independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R' and R 2 together with 

• - •"" the nitrogen atom adjacent thereto may form a nitrogenous 

hctcrocyclc, or R 2 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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#SM^£fcJ&*«fc£ttWS [*-f^- (Nature) , 396^, 670K* 

1998^] . z\n<b<Dz\tfrt>, mteimwxztiimfttcitwbmm&z 
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b^k, ^. — y— n r 1 r 3 <a+, zmnmrntmnm**'?) x*mn 

a3fc©^fc«#UI & £ & l/T V*T t> «k V> 4 & V> U 8 fc fc U 

AgitB^t-e^^nsss^dw^h*-;^©^^ -x-Ar (at* 

2) W095/32967 fcKk 5HT1D 7 hiStt&WU ttmi'© 




v^/TqV-Ccr'r^— nrV 
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R 4 £cfctf R 6 tt$l&UT;!K**fctt C 1 . 6 7)V^F)V ; 

R 7 £<fctfR 8 ra&UT7K^ z^r)WvuE\ 

3) TO98/15274 KKflSiSttSWL. T-^t*©BfeH^ 




15 [5£4«> tatt:7x:^fc£*;Xtt-0-*fctt-S-fc; YttCR 6 ^- 

- (ci-C6) "r;w^*;R l *j;tfR a ttafibT- (ci-c6) r;^;^ 

; R 3 teHfc ££r ; R 4 fi#*fc ; mtt 0 L 2 ©B£fc£ ; q U 0 £ 

4) EP533266 frCt^v 5HT1D 7>*:^* higtt&WU ftftW^tff©* 
R 1 V 
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£ ;R 4 £<fctfR 5 MibT7K^, Aq$*>fc££ ; R 1 l tt**SfcttC t _ 
5) DE2502588 fcte, /WBJiEyc*E^t*0*#3^8#*nS, 5$ 




R 

R'&, #*, Me, Bt&^OfiRT^l'*; NR 2 R S NR 2 ,NHMefc£ 
(3D— »75>, NEtj, NBu ! &<£:©— ^7^X pyrrol idinyl, piperidinyl, 
10 morphol inyl fc £©^#7 a ; R 4 *5 £tf R s ft, **. Me &£©ffiR7> 
0Mefc£©<ffiR7;i'3*>', An^>S; R 6 &, **,Me,Et fc£©fl£ 

R 7 ts, h, Me, Btfeaf©fi»7;w*;p, cor 8 (R'ttTjm*^ 

yU-^**^ NR 9 R'° , (NR 9 R'°&, NH 2 , flHMe &£©S&£ftTTfc«i;V> 
— il&75>, NBt 2 , NBUj&<?£©'~®j7^>, pyrrolidinyl, piperidinyl, 
15 morphol inyl &tW75»)§; A ft, -CH,- -CHjCH,-^ E©7/}*JHR 

6) ^rS^^Vit^XxW-O. Chem. Soc), 4678 

(1962), *5Vi»^^-^ AxDlM^Uy 0$r5XHJ-O. 

Heterocycl. Chem), 24, 345 (1987) fctt, ^^M£*Tf£, 5S 
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^mmr^mmm^ Y&£tf Ar tt^zmmmrnvx^x^J:^^ 

10 2) R 1 ^ < fc^R 2 ^-Sfc«^oT7X^M : ?^fc^SmS^WtTV^T 

Gisx^xb£^^mmmm*Mirz>Ji\ r wgr^^M^fc^tf 
y 1 1 %\zmmm^vx^x% & ^mmmmm^m^^mm 1 ) , tm 

4) mmm<D^m • M3ra&t&ia 1 ) ia^©^j ; 

5) £ 

Ar'— X— Ar— Y— N<f i 

: : R 

*• 

*» • 



20 [5£*K Ar M;m&»£#bWTfcckl«£S£ ; 

XHiCONR 8 , NR 8 CO (R 8 &*SiliH\ AO^>ftSnWT"b«kVU 1 _, 

25 Ar \m^^^x^x%x^m^0n^mm^ ; 

r ^ j;tXR Hm-%fcimte?x7km^£tc\mmMmLx.\,>x%£ 
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5 mffi%m*Wfclsr^Th&\ fcfcU X^CONR (R«^«fe«C 

c j _ 6 7;vn £-etven i £ fc« 2 <@w ux wt t> £ > 

H-;i/^fe«^>X^^/-;PT*^:< ; X 1 ** CONH T&S-i:^ Ar &7 

6) X^tCONR^Tt^NR'CO (R 8 fcfcfcfUiB^ AP^MbSnTWrfcJ; 
V> C ,. 5 7KJK APy><b$nTViT%J;Vi C x . 6 7)V^-ti)V^)V. 

15 ADyXb^tlTWfecfc^Ci.er^PX^fc^^t) Xa&Os R 1 

MHt******^ r 1 £ r 2 tjwwrra&aep?*: 
.v»T"b«fcv>«***ai*»rirt**^ r 2 ^ps-r^g^M^«ttJfY«fci: 

20 ^ ; 

7) Ar , T?**n*ai!RaidJ3SrS*S*e**IW3 5) K*©fc#4&; 

25 "a% ; 

^Any>-fb$tiTViTt>«j;Vi c 1 _ 6 7^n^> / * i 5>s^n^s^^-en 

- tr U SWT* 5 MI2 5 ) !3«<0fc£* ; 
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10) Ar 1 ^ BmMWbTViTfe^^Ce-a^U-^TSm^nTViT 

id x i #cora*fcttcoo-e*st6iB5) ti&mc&m\ 

1 2) Ar T^$tl^>ii^#M^#m^*^9^^L 1 4<DWG&9&ar 
5 §^ft7K^TS5ME5) |2^b^ ; 

1 3) hrT'TFznzm&gm^mmn omwfi£m&mimmur$> 

1 4) Ar T3S3ft58££!JES^St#*y' U >£fc«^:7# U>T?*S8l 
IB 5) fB*fc<D4b£-#j ; . 

10 1 5 ) X CONR 8 Sfctt NR 8 CO (R 8 te7R^IiCT, AaV >4b£nWTfc 
£V> C i.eT^^K AO^>^$nT^T%J:^ C ^eT^^-^^r. 

Ar U >&tc\ti-7?U>r$>Z>Mm5) Bte<ott&m ; 
16) YT?**nsi«©iC^*l^U6©X^— 9— -0-, -S-, 
15 -CO-, -SO-, -S0 2 -> -NR 8 - (R 8 te*3§ifR^ AP^Xb£ftW 

tfAP^MbSnwrfcci:^ 24E© c x _ B #iR£i&<b**a^&»fcl!fri« 1 
20 17) Y5&tc 1 _ 8 7;i^W' , <?a&3Mia5) S3«©ft;£tt ; 

is) r 1 1 r 2 ti)m&?z>&mm?£%KmWkmzmhT^Th£^g. 
19) tiiiwwjx tr^u^x bf^^x epy^x 

1H— f 4,5-^hHD-lH— f S^vMk 
25 . 2,3-^fcKP-f >K-;k l,2,3,4-T-h7t Hp*/ U >£fcte 1,2,3,4 
-T-h7kKP<V^/U>T^St5IHl 8) E*0te£tt ; 

2 0) tfTlB5) B&<D{ktt&tZ\Z*<D&*ttbTt£Z\gmBtiMl l 
2 1) MI25) l»©ft§lfO^DF7y^; 

2 2 ) 4* P D-N- [6- [ (N, N-5>* 7)V7 5 / ) -l-t 7 ?M [1,1*- 
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b7 x^W-4-*;V^U-$ F ; 

4' -V u D-N-[6-(l-kfQ U VzJU*?)l)-Z-1"7W] [1, l'-k'7x^H- 

5 ;w-4-*;w3i?^5 p ; 

4* -7;w^-D-N-[2-(i-tr^u v~)\>*?-)V)-s-*; u ~;w [i, r -t*7 xr 

;W-4-*;v#^5 H ; 

4' u O-N- [2- [ (2-* ^;W-4, 5-7 b H D-1H--T a *v-;wi--f ;w * 5^ 

;W-6-*y y-;H [i. i*-b7x-;w-4-*;^w^ H ; 

10 4* D D-N- [2- [(2,2, 6, 6-fb7^ ^/M-lf* U * *M -6-+ >> 

u^;w [i, i'-b7x^;w-4-*;v^u-5 h ; 

4- (4-^ d □ 7 x~;W -N- [2- (i-b d «j -6-* J u -1- b 

N-[2-(i-bn u s^jm Uzi;W [i, r-b7x^;w-4-*;^ 

15 WF; 

6-(4-^^7x-;P)-N-[2-(i-bD ys^^M^JM-MV y~;W-37- 
4- (4-* h^->7x-JW-N-[6-(l-bD u -7n;p^5 1 ;p)-2-^7^;H-i-b 
20 6-(4-* N4 i >'7xr:;l/)-N-[6-O-bDiJ-7-;i,^^;0-2-^7?;W~3i^ 

6-(4-/^;i/7xn;w-N-[6-(i-bP y ^u^5 1 ;W-2-^-79 i ;W^n^> 

2 3) iC: Ar'-H (XII) 
25 Ar 1 teitufB 5 ) fm£mM%&*t1?&2tl%fc&V!)$:1t\$ : £<D&£s 
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5 2 4) S«M^JT^5h9S21) fB«©^!j; 

2 6) ^ (i) xm^n^t^^tc^omomiim^m^mm^^r^ 

2 7) 5£ (I) TS^n^ft^*fc»^c>m©^*^iii«ti^w§ 

2 8) *9~>MM*)i>*>\z&w*?zmm<D : ?w - fegtmzmm'ztctb 
29) mmmo^m - femM*MT&?%>tctb<D, ^ a) x^ti^t^mt. 

20 Ar ^^SftS rgglS^WUTViT'b.fcV^SJ ££#5 rgtftSj 

cut, r^#^& £lt&, wm^mmm, m^^mm, 
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5 >, yy>> tfp-;k 5^v-;k ^7y-jk <v?7 

>/-;K,t^>;-JK -ry***y-;k eys», tr^x tru^v 

tfU^X 1.2,4-#**>>7y-Jk 1,3,4-^**^7'/-;^ 1/2,4 
-¥7V7V—)V* 1,3, 4-^7 i^ty-;K ?7*>&&&*^f StlS. 

10 2-,3-Sfc«4-b!l}^;k 2-*fc«3-7U;K 2-,4-Sfctt5-5 i 7y 
U;K 2-,4-£fcte5-***\7U;k l-8-*fcWf4-K9yU;fc 2-tf 
7$?-;k 2-, 4-£fcte5-tfUSS?~;k l-,2-£fcte3-fcfDUJk 1 

UJk 3— f y^-**yU;K l,2,4-***:?7y-Jl'-5-H > ;k 1.2,4- 

i5 ***s?7i/-;v-8— f;v&23W»«f&n*. 

■ m^mmm t lt\$. &&&mft (iff* u < » 2 u 4 at& $ e> 

subset. & m-ta&mkmm tvxu, m^m^mmmt 

20 m r»^mS3f#*RflaK*J £bTtt> «*tf» Ifcssafe9fcv>bi4© 
7>b7-fe>fc£)fc£#*tf&* , iS. • 

25 ~4<@)£<£ty9fcl>l/l4M> ff*b<tt9*fcttlOMOlt^llS3SrftK 

» io mte&n&B&wmimx'&Zo 

s^y-;k ^>x^-**y-;k «>v?7V-)v* *>xw?7V- 
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/**>j>> 7xt>h'Jy>» 7i;f7^x 7i;wx 7*5 

^ x j. y ^)ijy s ^/ij>, ~>>/U>, #JW\V-Jk /5-*;i/^ 
ijX 7^«J5?>, 7xt-7X 7*/W5h\ ^***>T>fc£**¥»f 

iJ-U-;V;2-,3-,4-,5-^fctt"6-^>V > 7^^;2 ; -,4-,5-^)fe«6 

tfUS^X ft7x>> 77X 7TV-fa <tV77*S-M * 
-f !/tW-JK 1,2,4-**^77V*-;K 1,3,4-*** 
c; 7 y-;K l.M-f^S^A-JW l,3,4-^7~777-Jk ^UX 

- (1-^73^) -1,2, 4-***^7V-^-5— f ^ ; 3- (2-*-73VW - 

i, 2, 4-***'77y-;v-5— r;v ; 3- (2-*>*/7 5=UW -1. 2, 4-** 
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■»f-5*7»A- i)V ; 3-7x^;i/-l,2,4-^it^7 x /~;P-5— f 

; 3- (2-^>X*^/U ;W -1, 2, 4-**lH>7!/-^-5-' T /U ; 3- 
(3-rf>HU;W-1.2.4-**U-3?7*/-^-5— f^;3-(2— f>HU^) 
- 1 . 2, 4- #=H^7 V-^ ~ 5 — f ;i/ ; 4 - 7 x^Jl/?7 V*-^- 2 - -f ; 4 

5 -(2-^>777-;W5 L 7y-;V-2—r;l/;4-7xn;P-l,3-^W 
-;i/-5— ; 5-7x-;V-'fV5 L 7V/-;i/-4— i)V ; 5-7xZM=^ 
■y-V-Jl/-2— f ; 4- (2-^X-Jl/)7x-JU ; 4- (3— ?X-JW 7x- 
)V ; 3- (3- fcf U 5W) 7xx;i/ ; 4- (3- fc? U ^)7x^ ; 6- 7xx;P- 
;5-7x^-l,3,4-tW7\/Hl'-2-'f;V;4-(2-t 

10 7fJW7x^ ; 4-(2-^>7*77-JV)7x^ ; 4,4'-xJU7x~JP ; 
5-7xn;i/-2-t!U> J ;V; 2-7x^-5-e'JS^; 4-(4- 
bTU'7;W7xr:jl/; 2-7x-;i/-l,3-^tJ"V*-^-5— r;p; 2,4—7 

- 5 — f ;w ; 5 - 7 x-;i/- 2 - 7 u ;v ; 4- (2 - 7 u ;W 7 x~;i/fc 

15 £tl£o 

»££ata3^ftfl2fc*fc«fctf s fc ^ l i o B^mwmm^mtenz 2 

(^U<«2-,3-Sfc«4-tf7xXU;i/;6-7xX;i/-3-lf'J> J ;W, 
20 5-7xn;i/-2-lfU-7;U^a J w*uv>. 

_ 8 ->^P7;^-^i*^fe»n^. 

d^T, C 3 _ 8 ^7P7;WP©m^Ji:bT«, P 7"P t?;k ^P 

25 7?;k ^7p^>^;k ^pm=^;k y^n^7°m ^q**^ 

C s _ 8 v'7P7;^x;i/©^f!ltbT«s $/^D7'P^JK ^07*T 
•>/7D^>t-JK e/^P^irnjk ->^da7t-;K 
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^m^^^mmmmu zmtf ens. 

mmmi thru, m^mm^umzMmm^ mn^^rm^m 

15 1, 3— Xt^X 1, 

ens. 

l 4 gtsk £ e iziff$i h < » 2 3 sia) #t?#^^^ sftlc® 1 m 
x^u-i/-^ ^tHP^>i/^TV-;K ^bHP^ox-rv^yy- 

X rh7.tFn7xt>h , J^ A^tFD7x7f7yX 'vfrtf 
k^D7x7WX 7h7kFD7^7yX fh7kFnt7?'J^ 
X rh7k^nWJX Th7kHPy>y'J>> xh^k FP*^ 
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5P;i/?xxjuxxx;v&a> ADy>'fb$tiT^Tt)«tviC3_ 6 v^nT;w 
Any >ft^nwtfe c x.eTJi'P*^ Apyxb^nwx 

20 fcFn^SA g&*£WLWT£i^C 6 _ 14 7U-;)^*'X MMSSrW 
LTHTfcJ;^ C 7 . 19 77MM^'>, ff^SSr^UTV^TfeckVi C 6 _t 
A 7^-)V-^)Vn^)W 75 A 7S/-C 1 _ 6 7JU*;K0il, 7SA*5P 
;k 75/X3MK 75A^Pfc?Jk 75 A^;i/fc£), */-C 1 -.7Jl' 

^75/(^9, *^;kt5a x3^7sa :/p£;kt5a -fv^ptf 
25 ;u7$a ^i^/fct'h ^-c 1 _ 6 7;^;i/7^y(0ii, s>*^75 

A e>X^7SA v^Pfcf^S A >^;U7SA Xf;M3^P7 

sA^a, ; e;-c 1 . 6 7»75;-c 1 . 8 7KJK^ *?;i>75./ 
x^;w75A>Wk ^ptr^^y/^K -r* v 7p tf JU7 5 j 
x^jk ^;P75yx^;^t*)> s?-c 1 _ 6 7;p^7$ /-c^^* 
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Mm. PtmbTSStT-M &X.f)V7$S*m* yfn&VJSS* 

3\>k sMvypt^krs/x^jk y?9-)V7s./x&-)Wi&* 

! 4 7'j-jk ams^wuT t> «t vi 5 &v> u io jt##tt**3KKft 
wiTv>Tt)j;v> 5 io A^«K«»aixj t «<z> mmm 

3«>*3a:Oft*bTV»T'bJ;ViC 1 _.T^K^ x^;k y 

plf;k -fV^Pt^k ^;k -fV^k sec-^k tert-^k 

^>?;k ^>;vftm«f£>n5. jM^jtuxte, *3=-;k #pp* 
5mk ^7jw^-p^^;k hu^PP^^;k Hj^jw-cuwk x^;k 
25 2-^p^ex^;k 2,2,2-h>j7;u^px^;k ^>^7Mnx?jk y 

Ptf;k 3,3,3- hU7;i/^pyPtf;K -fV^PtfJk 7~^;k 4,4,4- b 
U7;^py^;k -f7.:/3Vk sec-^k lert-y^k ^>^;k -f 
7^>5S>k W>f '5, 5, 5 - b 'J 7^D^>^ M^Jk 6,6,6 
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stis. A^tuxtt, >-^pyobf;K v^p^;k ~>^p^>^;k 
io $/^p^>^;k 4- ^ d d d^^->m e>n§. 

1513 TAPy>{b£ftWTt><J;V> C x _ 6 7;UP^r^J tbTte, 

15 MtLXte, ;*h*X ^7Jl/*D^h^v-, HJ7;kfrP*h* 

>>, Ih^X 2,2,2- MJ?;M-PXh*~X 7°P#*>\ -fV^D#^'>, 
7*h*-X 4,4,4- Ml 7;^D^h*^ -fV^h*^, sec-7>3rX 

MI3 rAPy>^$nT^T j b«tvic 1 _ 6 7jimr;i'5 i ^j ti/m, wx\*s 
lui, WltefflWtWTfein c 1 _ 6 7;WW5 1 ^(^ *3\ik^% 

i^jktP^wk^, bU7;^p^?;u^ x3MkW, -7° 
25 ptr;ioM-, -fyyptr;v«, ttvrXs 4,4,4- MJ^kTPT*^;^ 

?jWkl £LTte, 0JS.i& ^>v;k 7x^fjk y7i^;^m 

h'j7x-;wm i-^7^;m^;k 2-^-7^;M^;k u-y7i 
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XJUX^k 3-7xX;k/Pt!;k 4-7x^^JK 5-7x^M>f 

TWr%>«fcV> C 3 . 6 ^D7^K AP^fcSftT wrfe-tV* C ^7)V 
APy>fcSftTVvtfc«fcl>C 1 _.7;V*;i'^ fcHP.^X 75 

;ktsa -fv/ptwsA r/^/i^y&a, ^-c 1 _ 6 7;p^7 

5/(«, i^WKTSA 5WW75A 5W*7 

*a if^ws 7sy-c 1 .,7JMr;K» 7$yjWk 
7$/xm 75;^p^, r^JfnvkE)* ^/-c 1 _ 6 7;wp 
7ay-c 1 . 6 7M;K^ jjwi^/^k x3VW75/;Wk 7 
n tr;kr s y *?;k < v yn tf )V7 a / xf ;k 7*5^7 5 / ifjuifl * 

>?-C 1 _ 9 7^;P75/-C a _ 6 7J^K^ i^^VKTSy^k S>x 

^yntr;P75y^^;K sMVT'pt^rs/x^k 
s^SF^syx^P&E), *;ps;k #;k£*$A *^t*-fj»k 
Mtt-iM APy>'ft:$nTviT i b«t^c 1 _ 6 7;wi/-*;Ptok Ci 
_ 6 7;|/3^->-*;^x;km, ;* h^>#;M^x;k ih^^M-;K 

^-c 1 . e 7»-^/tHJK^ sj^wnfr/hrt^-Ok s^x^v* 

;i/AtfE-f;k x3VM5^kft;wt^;k&a, APy>lb$nTViTt>J:Vi 

^e^w-^M^s h% c 1 _ 6 7;pp^^-*;P^it5 ^ h 

^b^AJW^t^Ffc^ c 1 _ 6 7;wi/x;^x;P75/(^ 
;up*x>75A x^wi^x^rs/fca, c ^^wp-*;^ 
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io h;it% rADy>^$nr^T ! b«k^c ]l _ 6 7;i'^;wj > rAn^xts 
_ 6 y;un^^j , rAPy>fls«nxv»Tt>J;V>c' 1 -.r;v*^*j 

0ilx.fc£, l&V>L5ffl, $P^b<«l^:^b3TOAP^r>M^(^ 7y$, 

26 ^wk^i/jfrxjk x^x^*^;k 7p tr^x^xjk -f vr/ntf;*- 

TJl^-Jk r/^yUkfcXJk sec-^^UTJkfrXjk tert -7^;k2JV 

^7;k*p*3S>k*Jkfcx;k h u 7jp:tP*^;K*;u*-jk x^;px;v 
x)n-;1/, :/at?;i/;ui/*-;k -r v^Ptr;vx;v*n;i/, r/^i^ji^xjk 
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20 

t&ie rg^^WLT^Tt)j;^c 6 _ 14 7U-;^^^j ££#3 rc 6 _ 
io 14 rv-M^i turn mtf, 7x~ji^*>-, \-i-y^-)V^^y, 

15 2-t7fJWfM*^ 2,2-97x^1^*^ 8- 

20 -r;k \-±yj-)Vts)vn^)V, 2-t7f^;i/A^M£W&n 

So 

14 T'j-;hM^aj rgmsj tbTfc, f&ia rg&S£ 
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5 Rr«fta&**rUWTt>«kVi5&^b7M»S|JR7S>'J rg 

ftwrfc <fcv> c 1 _ 6 7;WUx;^r:;K g&S&WbWT'fc,J;V> c 6 _ x 
10 ViTt>J;ViC 6 _ 14 7U-^-*;i'fc;K WjU^#bTV*T*>«fc^5fctr* 

15 « 1 3 «fc£o B&S&tf 2 «a±©»&» #e*stt^i- 

20 rAny>-ftsstiT^T , bJ;VJC 1 _i7;M i ;i'-*>#=;i'j » r/>py> 
Yb$tiTi.iT i b<t^c 1 _ 6 7;w^;i'*^;w turn tuia mm&%& 

rp&£**ri/o>Tt><kir> c 6 _ 14 7U~;ki Efcit* rc 6 _ l4 7U-;ki 
Ttt, toe rggiss#bTViTt>«kVic 7 . 19 77;wwj \zmz> mm 
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ft £ L < 1 &V> b 3 fiTf* £. 2 fl£U:©#&, 

aEHflc^*i«*itw &»tftt* 1 2 a, v < », 1 u 4 

©<d^\x oS^ £^tr 5 te^L 10 m© (#gt3;££te 2 s^&Kwaas 
4-tfU ; 2-Sifctt3-7U;P ; 2-.4-*fc» 5-^77*U Jl' ; 2-4- 

^fctte-^^/y^ ; l-.-s-s&et-tf^yy^ ; 2- tf^^i/ ; 2 

5 ^yy ;i/ ; 3-*fctt 4- if y y>>~;i/ ; 3— r v^7 v*'J ;w ; 3— f v 
20 ^u-yu;v; i,2,4-tW7^^-5-' f;u; 1,2,4-^*^71/- 

;w _3_^;p ;2 -,3-,4- > 5-*fc«8-^y U;U; l-,3-,4-,5-,6-,7 
- 8— T U ^ ; 1 -, 2-, 3-, 4-, 5-. 6-*fctt 7— f > F U 
;i/;l-,2-,4-^rc«5—fV-f>KU^;l-,5-*tt6-7^^> J x;i'; 

25 jW;2-,4-,5-*fc«6-^>y?7yy;l/;l-,2-,4-,5-^^6-^ 
mSj till! f9*-i£ AP^IEPCGK 37H§& 
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£K xhP> i/7 J. AnyyftsnT^TW^c ^-.t^ c 6 _ 14 

jw-c , . j 4 7 u - c a - 6 7;^-^ ($k * ^;V7 xx;uxxx;u£ a , 
Apy>{b$nTViTt)i;Vi c 3 _ 8 i/^P7;i'^;w,Apy>'fk$nTViT ! b 

5 «kUC l _ 6 7;VP+>'> AP^r>fl:$nWT'bJ;ViC 1 _ 6 7JWW5 1 ^ it 

ts>£v>c 6 _ 14 7U-;p^-xgm«^WUTViT ! bJ:^c 7 _ 19 77;v=¥ 
75;, ray-c^^JWH^ 7$/jwi* ts/x^f- 
jk 75y^ptf;K ys./77)V&&. ; &y-c 1 _ 6 7;wv7^/(M, 
10 ^^l/75//xW^/, yptf;KT£A -fy:/afc^75A ^ 

=>A s^dkjktsa sW/ptsa x^M^;u7SAft£X 
-c 1 _ 6 7;wv7$y-c 1 _,7)v+;K«, x^;w7 
5A*3\jk ^owsy^, -f yyptf;P7syx^;K ^;W7 

75/^?;k swwsajWK s^dk^tsa*^ y<v^ 

P t D Jl/7 5 / X:F;k y?^)V7 5 y X^frH) , 5 & L 7 *&TO#;7 

5/, 7->;k 7^;v75A 7^;i/^-+v^^*«f 6»n^n 

CdT, rAP^>"fb*nWTt>«k^C 1 _e7;WkJ » rAPy>^b$ 

_ 6 7;pp^>'j > rAp^>^$nT^T 5 b«tviC 1 _ 6 7;wv9 1 ^j , 

&g£WbTVrcfc£V>C 7 _ 19 7?;i'*;Vj , rg^S^bTViTfe<fcVi 
25 C 6 . 14 7'J-M^yJ, rgms^WbTV>T i fe«kVU 7 . 19 77J^;^ 

v^Sj fcfctts rftg|*j t&s r«ftai*^rbTViTt>J;Vi5&v>i/7 
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MB rrtsM tVT\±, MZ-tt. 5£:-C0-R 3 , -CO-OR 3 , -CO-NR 
5 3 R 4 , -CS-NR 3 R 4 , -SO 2 -R 38 , — SO— R 3 % — PO (—OR 3 ) —OR 4 

te-PO 2 -R 3a R 3 &(i)7jciHIiH\ (ii)«ft*ft*l/rV>T%>,kH 

mfc&m& £fc»(iil) Mm»MUTV^Tfej;Vi1i^S;R 3a tt(i) 

V>H3SSt£ ; R 4 «7jcmM : f *fcttC ^jTJWV^l ; R-'tR 4 
R 3 ^fc«R 3a T?^^nS Tg^^LTViT%)J:Vi^{b7K^*J 

a) C X _ 6 T;^M09;U£ ;Wk x^JK '^oWP, <V7'Dtf;k 77 
;K <V^;K sec-^;k tert-^^K ^ ; 

b) c a _ a :r;i^x;Km.fc£» fcfx;k 7VM -iw7u<*=.M 2-7^)1/ 
20 ; 

c) c 2 _ 6 r;^x;M$j7Lfc£ x^x;k ^p/w^k 2-:7*5 i x;i/fc£) ; 

25 e)C,_ 14 7y-;K«^ 7xx;K 2-^73Vk 2--f> 

ij7x-;Wm 2-t7Wf;K U-y7ir 
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;VX^;h 3-7x^PWK 4-7i-;W)k 5-7xrjK>f^ 

&a. $f^u<«^>^;k 

rjitfbzkffigj S^iXtec^^Wk c 6 _ 14 TU-;k c 7 _ 19 

5 rg&g£^wTfc£^lK«?ifgj ic^tt^ rgMSj tLx\t, 

m%.& y\ny>nf(^ 77i; ^m. 3*7Hfta, c 1 _ 3 7;M i 

fe^ViC^sT;^;^^ t^p^x 75 a ^/-c 1 _ 6 7;Wi/75 
io *5f;i/75A x^;P75A 7°Dt:;Kr5A -f 77otf;P75A 

;kt5A ^nvf;v75/, s?^;P7 5 A x3S>v;*^75yfca> 

WTt><fcV>C ,„,7WJhA^C 1 _ 6 7;W34>'-*J^XJW(^ 
15 ;*h+v#;U#x;k if^yMI^K' 7n^i/*M^K tert- 

20 5 &v>l 6 M^^;^xjk *y -c 1 _ 6 7^;i/-*;ww;K^ ^ 
^k^w^-nk x^k&jw^^k&^K $>-c x . 6 7;w^;v-*;^ 
JKflK ^^fWMH^ 5?x^;v*;wtt-f ;k xsvM^kfc 

25 fc£nwrfe«kv> c 1 _ 6 7;^j^;v*x;k ©&*£Wt/r^Tt>j;Vi c 
6 _ 14 7U-;^jv*x;k #;k5;k75 a c,^?^-^^^ 

^c 6 . 14 7U-;p-*;p#x;u^'X c 1 _ 6 7;^+>'-*^fc;i/^ 
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fl:$nTViTt>j;^c 1 _,T^;wx;i'*-;wj -^n-^nMiB r@ 
is ufcfeo^fflv^&ns. 

5/*;V#x;k 2-7-7^^^^^*^*^*^ 2,2— 77x~;kx^ 

;k*=^>;&;i>#x;k 3-7x^70^^^^^^ 4-7x~;u 
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5 -33V-r;k 2-7d-ok 3-7D>f;k * 

jjs rB^U6jw««*;w/^-f;vj turn 03*.fcf> ^j^u/*;v 
;i/*;wt*>f;u 4-t!UvJkfc;w\* ; E'f;k z-^xxji^wt^Jk" 3- 

15 7?;v7jv*x;k i-T7?)\>7,)\s*~)VizEifimi*>nz>. 

,kVU 8 _ 14 7U-Jl/^fc^J , r«&g££LTV>Tfc«kl>C fl _ 14 7U 
*/w*E-f***->j fcfctt* rg&Sj fcbTtt. MB rg&S£WLT 
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«JltJK : ?*«fctm*JRW Sjlfcm^T-PlTf 1 flfiU 1 L 

4 ®) £<£t? 5 fcUL 14 0* b < \$ 5 fcV>b 10 A©#*R«*3!&£*s 
*Wf6ti<5, ?t7x>, 77>, fcfP-;k -f S$V-;k 

tf?y-;k ^ri/-;k -fv^rvwk rt^uv-jk < ytf-w/- 

15 Jk tf'J^X fc?5>>X bTlU^X tfU^X 1,2,4-^it^Ty- 
;k l,3,4-^lJ-^Ty-;k 1,2, 4-5 t T^7y-;k 1,3,4-^7^7^/ 

-;k y^ifx ^>W7ix ^x/y^x s^y-;k 
'ox^if-y-jk ^>y^7y-;k ^>x-f y^ry-jk ^-y h [2, 3 
-b]ft7x>. 7i;4wx -f >F-/k -ry-r>K-;k ih — r 
20 >^y-;k yux 4h-*/»>xx <fy*/yx *yux y*?^ 
x t7f'J^x ^/ux WJk #;iy\*y-;k 

e?x 2-*^tt3-tf9v*ux tf^yu^x 2-^7/ux tf^y-xx 
tr^7-yx A^fi/wsk wjk ?**;i/*y>&£## 
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1/2 □ [2. 2. 1] >& 

5 tt mmmi n» ff*b<»; K»»fiWteiai*^ ****** 
? *frtj 5 fcv^b io jio(*ai3S;*fctt 2 «a>**»-c*a. 

io- i-8-*jfctt4-«*/U^:*-K^=*;i-; 4-*fcttS-1£U5* 

fctt4-KU^^ ; s— t'vrrWfr ; 3— f v^^/u;v ; 1,2,4- 

^^7^-^-5-^ ;v ; i, 2, 4-^^71/^-3— f 2-. 3-, 4 
-,5-*fc»8-+yU^; 1-.3-.4-.5-.6- 7-*fctt8-> fV*/U 
15 ;v;i-, 2 - 3-. 4-.6-.6-*fc»7-<>H'J;V;l- 2-.4-*fc»5- 

U-»jn;H2-,3-,4-,5-*^B6-^>V/7^-^;2-,3-,4-,5-*fc 

-,6-*fctt6-^>x^3Wu;^Ho^^*a»;w*.wf. 1-.2 

20 -^«3-tfDU^-;U;l-,2-4-*fc«5— fS^/U'7^;2-* 
fcJ44->T5^U^:2-.8-*fctt4-tr5!/U^^;^US?/ :2 

25 tt rW«S«bTVvrfc£V^I*SB6J \zm% r*ftatj tbTte, 
fcbT^bfcfe©JWBV>&*l*. flKftat©»», WA«lfcV*b6 
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R 4 T^£ft& rc 1 _ 6 r;wi'j thx\t. m?l\z. j*^;k x^;k y 
Dt!;k -f yyotr;v, -tv^;k sec-^;K tert-y^;K 

;k 2-t7h-<Ma , ems^wbwTfeci;^c 6 _ 14 TU-;kt+ 

n;k 2-^-y^;i/^>'*;Pfc;i/^i*) , gMgsNrtxWctxi:^ c 7 
_ 19 7y;i/4;i/^->-^;k^n^ ^>^;k**v#;k^-;k 

Mm, twtojwkjfrs ^)Vfs)vn^)vuE). : y-c l - 6 7)i*)i> 

-Xfrrt^-OKW* S^^ktyW^-f^k 5?x3Vkfr;Wt^H;k x^)V 
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m r«jasft*bTV>Tt)J:v»c T - 19 79^+;vj fc^tts rg&*j 
10 T^bfcfeo^fflv'ien*. 

IB r«»«*#bTViT*>J;Vi5tt^b7JM»I»R75yj ££#5 

r«JU£fe*bTViTt)J;^C 6 _ 1 47U-;W**">-*^*^J r rg 
15 Jft»S*UTV»Tt)J:WC t _ 19 75J^-M-4r5/-*;P#-^J * r S&S 

me rr->jPT5yj thxu, mm, tm tt^vj tiwu2<@ 
25 m^nfc75/*«fe>n.$?^u<tt^:-NR 5 -coR 6 , -NR 5 -C00R 

ea > -nr6-S0 2 R 68 , — NR 5 — CONR 6a R 6t \ -P0(-0R 6 )-0R e 
-P0 2 -R 6 C:£*> R 6 «7KI|]i«fc«C 1 „ 6 7;WV;R 6 ^iBR 3 t 
l^ica ; R 6a ttB&!2 R 3a il§lic^ ; R 6b «R 4 fcWHMIft«t3 -0*3**7 
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5 u 7;v*d^^*;v#^5 , «jft*«*UTV»Tt»±^ c 6 _ 14 
(gms^bxviT ! bJ:Vic 6 _ l4 TU^;P'-*^fc;i') -n-c 1 _ 8 t 

>fc$ftTV>Tt>'<fclr> C ^.Ti^^iz-jUM^f^ H(R ;* h*~>JVl 
15 '>*JW?WHftffl, tiHStl/T^TfeiVi C ,_ 14 7 'J ^75 / 

TN- (USSf UT^Tfec);^ C 6 . X4 7'J-;h -N-C 
1 . 6 7W75/J . rggg£WLWT%>J;VU 7M ,77W-A 

25 kj> r^s^bTViT i bJ;ViC 6 _ 14 7U-;i'75/^;^-^75yj 
rg^s^ri/TViTt)<kViC 6 _ 14 7U-^x;p*-;i/7$/j cfe 
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$?*l><«> 5£:-0-C0R 7 , -0-C00R 7 , -0-CONHR 
5 - 7 , -P0(0H)-OR 7 $fc«-P0 2 -R 7 C5S*K R 7 tefMBR 3 i:|i^^£* 

io -r m^-y. 4 h*^>vMvi^^>&a, AP^xbsmrwrfc 
rejft«swbxv^Tt>«fc^ c 6 _ 14 7U-;v-*;wfcji/^^j , 

25 

eflJ^.«4,5-^tHa-l,3-^^/-;U-2-'f;k 4,5-^tiHP- 
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l^ttS rg^j tLXte, mm rtill^LWTfe < k^5^L7 

• EJk hU7;i/^P^^;^a ; bKo^-C ^eTJWI/ ($?£L<&, 

g&g£3iLTV>Tt>,fc^ C 7 . 18 77W^-> (ff*k<BxS>$>;M* 
*X 4-* h*S^>$W:*-*>\ 3-*h*$^>3W:t-4 l *\ 4-7 

20 ;^n^>^;^^x 4-^^;^^>^^-x 4-x5^;^>> ? 

25 ^5feVaL7JUSfna«73y «PSl/<J3t 1. 8-^*7-1, 3-5^k HD-2 

KftSStbTHTfei^ 5 b 7 L < tt 4, 5 

-i?k KD-l,3~^U-y-;i/-2— t>&£) ; ; ; 
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^u<{i7x^;v*;w\* ; t'f;w> 4-*h^77x^;kfr;w\* ; e-Ok 3, 

_ 6 7Jl^-:&;V#*^ F GJ*b<tt^'5 1 ;V5b;^*lJ-Sb\ HJ7JV- 
tn/^A^WPaH) ;§&»£#LTt<vt*>J;V>C 6 _ I4 7U- 

N- (S^*§#bT^TfeJ:^C 6 _ 14 7'J-;U-*;^-^) -N-c a _ 

y (0*L<tt7x^;i/7S/*;V^VT^yftt*) ;WU6ft#bW 
TfeJ:VU 6 _ 14 7U-;l'X;V*^V75y (#*U<tt4--.*h*->7x:2 

Ar l *wsan* r«atftiri/'rviTt)±v*«»j r^Sj 
25 ^dd7x-;k ^^;P7x^;k />^>7xn;W teamMteWMM 
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Dt!;K bl>7JI'*D;Wl'fc£) ; kKD^i/-C x _ 6 7;^;P ($f*L< 
tt, bbP^H^^P&a ; AD^>ft$tit^Tfei^ c 3 _r>^n7JI/ 

5 _ 6 7;k3^> Off^Ktt, *M^, Ib^a ;APy>{b$tlT 

;k*a^>i?;kf*>\ 4-*7nrttr*>i>n>tt5'* 4-x3\>w*>$> 

<&7xX;kt-*->fc£) ;T^/ ^/-Cx.eTJWVT^y (*?S;L< 
V> 5 fcV>L 7 MMH3I$75 y ($F*b< 1, bP-2 

-f;k&£) ; wysstu wb *vi c ..hTU-^-am^ ;p ($?' 
20 £L<fci7xxj]/;fr;wrE-f;k 4-;*b*->7xn;kfc;wt*:-f;k 3, 

.&m*mb ;w w jv 2 - m u 5*^* jw w ;k 2 - u x 

WM^MSii!) ;C 1 _ 6 7;VP^-A;^n;K^^b<tt, >b* 
*u*?)V%)V#tt$. bfc£) ; fi&S£WLTV>Tfc«fc^ C 6 _ 14 7U- 

b (jfSL<»7x^WM^5 b% 2 -y b*>"7 
xxjk*uk^*it5 b\ 4-y h^i/7xzMM^s bfc£) ; 
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N— (Wftft«*bWTfeAViC a - 14 7U-*-*;U#=^) -N-C,. 

5 yfc£) ;«ftaS*#UWTt>J:ViC- e _ 14 7U-/U7Sy*^#=JW75 
/ ($ftb<tt7x3i;i/75y*.;P#r:;W75y^£) ;S&££*rbTV> 

(jff*Ki44- / h4^>^JW-^a : **y 

io & safifnseiftais-en^n i & l 3 e a? * l < » i 2 m) 

7i^~k!U^ (IffSKS 6-71-^-3- fcfUv^k 5-7x~jP 
-2-KU5W) * 7xr.Jl/-7'JJP G?*b<tt5-7xZi;i/-2-7U 
;U) % 7 xzi^-^f V CfrSlXiis-yx^-'fy*}*)- 

15 y-;w-5— r;w > 77x^-^tv-jv ($f^b<«2, 4-^7 

»4- <4-KUS>;W 7x-;W , yx~JW-t!U55>r;i/ (ff*u<» 
2-7i-^-5-k°'J5^) > ^>l/77-;V-7x-Jl/ (0SL< 
«4- .(2— *>77?=;W 7x^JW > 7'J;i/-7x^ ($?£L<ki: 
20 4- (2-7U/W 7x-;W T^^o 

^;v7x-;k ^b^>>7x-jw ^ea«ns«ift«**n^ni*fctt 

2fl#LWTfcJ:V*li*<US*=^ (IMUSV) , ^7-7rjK tfaU 

25 >?~;k 1. 3-^w&^i^n5, 
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x~U;W *7S:«7xn^-tfU^ (#£L<&6-7x-^-3-tf'>7 
5 ;k 5 - 7 x~;V- 2 - 1! U ; StcU 

(20 1t&£ [Sf*b<«Aoy>M^ (#*U<i47y*» , 

AnMsnTVit'b in c ',.,7M;v ^l<b, pwwfcg) 

tf> &»tfh* 1 L/ 3 $3£>S&5I] ^L/TVJT'b.tn C 6 _ 14 7 U -;K8P 
10 *b<tt7xn;K 7Mn7i^JK 7PP7x~;k ;>Wl/7x~Jk 

20 -CO-, -SO-, -S0 2 -> — NR 8 — (R 8 «7jC^M^ AD^Mb^tlTVi 
P^>ffc£nTV>Tfc«fcV>20CDC ^e^aaUfcflS***. £J:tf 2fl!i0C B 

25 a*wen£. 
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(1) C 1 . e 7J^V'>(m^ -CH 2 -, -(CH 2 ) 2 - V -(CH 2 ) 3 -, -(CH 2 ) 
4 -, -(CH 2 ) 6 -, -(CH 2 ) 6 -> -CH(CH 3 )-, -C(CH 3 ) 2 - -CH(CF ,) 

-(CH(CH 3 » 2 -, ~(CP 2 ) 2 -> ~(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 

io 3 ) .,-&<£:) ; 

(2) c 2 _ 6 r;vynv>m«, -CH=CH-, -ck 2 -ch=ch-> -ch 2 -cf 

=CH-, -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 

=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH ,-tt& ', 

($)Z i -iT)V*c~V>m%.\i* -C=C-, -CH 2 -C=C-> -CH 2 -C=C- 

15 cH 2 -cH 2 -fea &£*»f£n&. 

l, 3-^p«^>^v>; l. 2-^p^'>1/>; l. 
20. l, 4— >^d^^V>; l. 2-5/^da.^^>; l, 3 

l. 4-^p / v/^1'> ; 3-i/£p/\3Hr>'- 1, 
4-^fV> ; 3-^D^-fe>-l, 2— r V> ; 2, 5 P^lf 

25 

L<tt-0-, _s-, -CO-, -SO-, -S0 2 ~, — NR 8 — (R 8 »MI3tl^ 
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{DC^iTfr^UXMZU* -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -> -(CH 2 ) 
4 -s -(CH 2 ) 5 -, -(CH 2 ) 6 -, -CHCH3-, -C(CH 3 ) 2 ~, -(CH(CH 3 )) 
2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 3 ) 2 -fca ; 
5 (2)C 2 _ 6 r;^-l/>(^J^.^ -CH=CH-, -CH 2 -CH=CH-> -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-» -Cfl=CH- 
CH=CH- , -CH=CH-CH 2 - CH 2 -CH 2 ; 

(3)C 2 _ 6 7M-l^XM^ti -C=C~, -CH 2 -C=C-, -CH 2 -C=C- 
CH 2 -CH 2 -&£) ; 
10 (4) -(CH 2 ) wl O(CH 2 ) w2 -> -(CH 2 ) wl S(CH 2 ) w2 -, • 
-(CH 2 ) wl CO(CH 2 ) w2 -, — (CH 2 ) w i SO(CH 2 ) W2 — » 

— (CH 2 ) w i SO 2 (CH 2 ) w2 — > — (CH 2 ) wl NR 8 (CH 2 ) w2 ~ » 

(5) -(CH 2 ) w3 CONR 8 (CH 2 ) w4 -, — (CH 2 ) w3 NR 8 CO(CH 2 ) w4 — % 

- (CH 2 ) w3 SO 2 NR 8 (CH 2 ) w4 ~, - (CH 2 ) w3 NR 8 SO 2 (CH 2 ) w4 ^ 
15 ~(CH 2 ) w3 COO(CH 2 ) w4 -> -(CH 2 ) w3 OCO(CH 2 ) w4 - ; 

(6) -(CH 2 ) w5 NR 8 CONR 8b (CH 2 ) w8 - ; 

(R 8 raiB<fcma^;R 8b «R 8 i:M^;wl &£tfv2 teO &V>b 5 0) 
3&>owl+w2-3ft»0^:ViL5*;w3^J;tfw4«:0feV»L4OSE»[£, • 
#0 v3+w4 fl* 0 b 4 £ ; w5 £ £tf w6 0 b 3 <omk*, fr-D w5+ 
20 ri&om*L3*7rr?) fcZimvfbti*. 

XT^ns r^©M^ 1 &V*b 6 OX^-it- J ssicff^b 
<&-(CH 2 ) wl O(CH 2 ) w2 -, -CONR 8 -, -NR 8 CO- (IB-^ttA&EtTO 
m%7*t) . -0C0-> ~C00-&£T!&3. -CONH-, -NHCO-, 

-COO-fe^J&tffS b < , £ 0 frtt-CONH- ££«-C00-#$?£ b V>. 
25 YT*£ft3 r±^©^^clfe^b6 0^^— !?— J S6IC»*b 
<1tC l - s 7)V*U>(WU& -CH 2 -, -(CH 2 ) 2 -> -(CH 2 ) 3 -&a, 
-(CH 2 ) w3 CONH(CH 2 ) w4 -, -(CH 2 ) w3 COO(CH 2 ) w4 - (fB#&fuffi<hl^i 

m^mt) fe^T*5. tuto»t> c,.,mvx^tf, -CH 2 -, - 

(CH 2 ) 2 -, -(CH 2 ),-fc£)fc£##*bVV, 
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v^sj m®&\ <DM:ftmthTM7KLrcb(DtfM^t>nz><, 
5 m^m^mmi W&v< 9 & ^ v u <d$i^#s^: (2 

UX ^>F~;i^£T&0, fc^T%>^:7*l/>, ^/UV&^a^t 

10 

15 m^m<omts i frv> l 5 m> ^ < it i &v> u 3 mx&Zo m 
;w^.ti/Ttt, wttf, x^;k fu&v, ^yyptr;u> 7 

25 5F)k -fV^;k sec-^k tert-r^k ^>^;k M^>;i/fc<i;^ 
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fc£*Twrfc«fcn c j.eT^n^, AD>r>fb£nTvvr*>«fcVi c x _ 6 7 

5 75 y> iw^, r/otfji/xs- a ^y^Dt!;i/T5y, ??;P75 
y&a, ^-c^^WKrsy ^>ww75y, ^x^7^/, 
^^pH;w7^y, v>:/^;^7sy^ x^;M^;v7$y^a> *Ji^;k 

io #jv#x>k xb^^jjM^xik 7P*^>#;^x;k tert-^h^v 

15 AbyXfc$tlTV>T'b<3:^C 1 _ 6 7;^;P-*^#^5 h\ Ci.67 

7;wvx;p*x;w75 7 (flu *9-fr*MzJV7$s* x^Tjkfcxji/ 
20 -f Jkfr+v'&a, c 1 _ 6 7;vn+v'-*;^x;i/^>'(0tj, y 

_ 6 7;v^I/-*jw\* ; e^j!/^^^(^!|> s>y^;v#;ww;i/:t^x yxf 

m$mfc&2m&>±<D®&. &wwkm$m-x&?x%m?x^x% 
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i5 . &fc^L<ttc 1 .,mraQ, fca^fcpwk x^;k -fv^pif 
s>>, tM'jx ftwjx tr^u^>> \z*\?v>* fcfPU5?x 

25 M^^XSX M^fcHnKUSS'X 

f*kHo^'JX T*kHD^V^/UX ^«k^dti6©TOfn^ 
75>» 1,2.5,6-xh^bHP^U^X 1H-' f 4,5-i?k 
H p_ ]H _^ 5 ^y-;K U-^hHD'fVMK 1,2,3, 4-fh5k H 
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fcj&Ve&^Vsfc'JX fcWJS>X tf^7v*X tfP'JvX l.S-^TVU 

10 £ 1 & b 5 * V < ft 1 fc b 3 S^Sft^ 2 TO±©« 

5W) , S&S (gF^b<«APy>JM^) S^rl/T^Tt>«k^C 6 _ 14 TU 

($fSt<«7;^p^>v/-i';k £pp^>\AOW > c 

. i JeT^a^-C x-.TJWr^ L < ft* h*^WW > C ^,7^3 
*->-*^aHn;i' <£F*l/<ft tert-^p-*5/*/P#-;W 

r tmmTzmmmnktfY ££*£&}&?% m&&mvxHx% 
25 it^^^j tuTtt, immK i £'K z £iim&T%g%m¥£&\zB 
fat* mmm^Lx^xh^^mmmmi £mm<o^<Dimyf^n 

So 

tiT^iVi«frlBMt^tl*mj ic&tts rM*lteft#9!tJ £LTft. ft 
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n%?&&tMM&Tfrt>mtn%'\ : rvm? : &: 1 <s£U: i~4 m) 

5 >!/W<V*;U>, xh^tKP^X/tbHMl^^Uv'X fh5b 
KD^>»/WC1.7]^-7^U^X xh^tHDtfU K[4,3-g]*/UX x 
h^hHPtrU K[3,4-g]*/UX ^b^hFPfcfU F[3,4-gH 7+/ U 
X rh7th'DHU F[3,4-g]*/*ttUX fh^k FPbU F[3,4-b] 
*/*+HJX xF^fcFPbU M4,3-b][l,5]^7^Uv>X ^hytF 

10 o tf U F [3, 4-b] [1 , 5] -ryj- U 5? X 5" h ^ b H D b U F [3, 4-g] U X 
Tb7kHD^iJ F[3,4-g]7*^7X ^h^fcKo^h^S-dlTiftr 
X T-h7bHnT-tftry[4,5-g]<V^yUX xh^tKDT.^tf/ 
[4,5-b]^y'JX T-h7tHD7*lftfy[4,5-b]+/^-9-UX ^h^bF 
D 7if bV [4, 5-g] * / *+HJ X 5r h 7 b F P 7if b^ [4, 5-b] [1, 5] 

15 'JyX xF7fcFP7-tfbV[4,5-g]7*7e>X A**t>Bt7b 
t2,3-d]7y^X ^-y-hFP7V'>y [4,5-b]*/ UX rh7tHD-/3 
-AMiJX xh^kFPtrU F.[4, 3-bH > F~;k rb7hFDt!Dn 
[3,2-gMV^UX fh5tPDKDO[2,3-gl'fWJX fh7k 
F P tf U F [3, 4-b] fh7kHnH'JH [3, 4-b] 7it^>ft E 

20 te^Tfe, Th7kHD^>7 [b] [l,6]7 v 75 i U> J >^t* 

mmmmfo, ft£L<w\n¥>{tistix^x*>&^c 1 . 6 7;wu 
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5£ (I) TSSftSfl^toOS"^ X^X 1 [XHSCONR 8 , NR 8 C0 (R 8 te 

> oco £ fete coo (fc£U 

X^CONR (Rte7kmm?&rc}ZC 1 _ li 7)W]'*mt) -V&Ztg, Ar«A 

utfy. tHD^-x c x _ a 7;i/^*fc»c 1 _ e 7;i^3^>'«-e-n-?nia 
35tawH*e»5t*, Ar «7MJk y^n^fcAtfAD^^saiins 
* > % Ar ;kt s y - u >i?& < , x 1 w coo t& § t # Ar 1 t£K&£& 

5£ (10 ^nSft^ftO+'et), X^CQHR'Sfc^NR^O (R 8 te* 

'bivi c ^^wv-aj^-jk AP$ , >ft;$*TTv>Tfe«fcvs c l ^7)V 

4' P P-N- [6- [ (N , N-~7* ^7 5 J ) ^ 73VW [1 , 1 ' - tf 

7xnji/]-4-*;i/^^ita h* ; 
4' p p-N-[6-(i-t! p U SJ-JM^W-a-^svw [1, r -tf 7 1- 

4'^DD-N- [6- (1- M *\ u -2-^- 7 ^ J W [ 1 , 1 ' - h* 7 x n 

N-(4-7P^E7x-;i/)-6-[(> f ^^757)^^;W-2-±7 1>75 H ; 
N-(4'- ; J'DD[l > l'-t*7x^H-H;W-6-[(N,N-^^WS;)^5 1 
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4' -if U P-N- [2- [ (N, N-2? j* 5\fc7 5 J ) * j-m -6-^ J U -JW [1 , 1 ' - k* 

4'-7;^D-N-[2-(i-fcru y s^ioi^-mv u-;w [i, r-tf7x 
5 4' -7 bn-N-[2-o-tf □ u s^/msvwhmv y~;w ci. f -tf7x- 
4* -7 ;m- p-n- [2-ci-tr^ y <7-;p* ^;w-6-+ / u n, r -if 7x 
4' nD-N-[2-(i-tf^u v^;m^-;w-6-^7 y ~;m [i,r-if7xzi 

io M-i-iJJV^^JrS. H ; 

6-(4-7;V^-07x-JW-N-[6-(l-t!ayi?n;V^5 i ;V)-2-^7^;V]^35 : 

775 b* ; 

6- (4-7 a d 7 x -N- [6- Ci-fcf p l J -2-i-yf-M ^3f> 

75 h* ; 

is 6- (4-^ ^)vy x -n- [6- o- if a o 7 3M w > 

75 H ; 

6-(4-7;i/^P7x-;W-N-[6-[(^^5 i ;P75 ;)^?;W-2-t7f JW^3 
^775 H ; 

6-(4-^nP7x^;W-N-[6-[(~7^^;W757)^^JW-2-^-7^;Wr:3^ 
20 775 H ; 

6-(4-^5 : -;P7x^;i/)-N-[6-[(^^^757)^^;W-2-i-7^;W^P^ 
775 F; 

4-(4-7MP7x-;W- N-[6-(i-tfp 'J 7~;M^;»-2-±7:P;W-i-fcf 
^y-7>5b;i/^U-5 F ; 
25 4-(4-j* h^>7xn;i>)- N-[6-(l-t!py ^/^)-W7^J-l-K 
^'J v>*;^^it5 F ; 

4-(4-^^;V7x^;W- N-[6-(l-tfPy-7nJl/^5 1 ;W-2-^75 1 JU]-l-k^ 
4-(4-^^7x^)- K-[6-[(v^^75/)^?;W-2-^75 : -;W-l-e 
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6- (4-7;i/^ D 7 xn;V) -N- [2- (1-tfP U V-tittfr) -Mr ^ U -JW -3 

6- (4-7 dd7 x~;W -N- [2- Cl-tf n u ?M -6-* 7 U =5- 
5 >75K; 

6- (4-2 od7 x~;0 -N- [2- [ (v>* ?-;PT 5 J ) * ?M -6-* J U W ~n 
. 3">7S H ; 

io 4-(4-7;V'^D7xnjw-N-[2-(i-t!PU^^^5 1 ;i')-6-^y u~;n-i- 

4-(4-7 D P7xn;i/)-N-[2-(l-tfP u z?=r)V*?-)i>)-G-*y u -JW-i-t: 

4- (4-7 ;H* P 7 x^;W -N- [2- [ ?)\>7 ^ / ) * ?M -6-+ 7 U - 
15 l-^>JS?>*M*f-5H; 

4- (4-2 P P 7 x -N- [2- [ (^ 3^7 5 / ) * -6-* 7 U n;W -1- 

6-(4-7;u^P7xn;w-N-[7-(i-t:P u^;^^;W-3-^r/ u^Wrn 
20 6-(4-2PP7x^;w-N-[7-c(^^75/)^^;w-3-+y >j-;w~p 
4- {A-yM p 7 xn;w -N- [7- d- tf p y -7-;m ^)V) -z-*; u -;W -1 - 

4-(4-^DD7x-;W-N-[7-[(^^^75y)^5 1 ;H-3-^;>J^W-l- 
25 t?^U^>*^^5 H ; . 

4' -7 P P- N-[7-[(^ 5MI/75 J) *?A>1 -MrV U ~M [1.1 ' -k*7x- 

4'-7;^p- N-[7-a-tfPU ^-;i^;w-3-*/ y~;W [1, i'-t*7x- 
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5-(4-^DD7x^W + [6-[(y^W$y)^^W-2-t7f;W-2-k 0 
5- (4-7 JM- P 7 x W -N- [6- (1 - k° P U V-M ?)V) -2-1- 7 -2-tf 

5 4'-7;i/^D-N-[6-[[4-(4-^b^>'7x^;P)-l-t!<U> J ^;W^^;W-2- 
7-75 i ;W[l,r-t!7x-;i/]-4-*;V#^Sh* ; 

4'-^DD-N- [6- [ [4- h^y7x -l-fc^U ~7~;W ^ -2-^ 

7^;W [i. H ; 

4'-* h*:>-N-[6-[[4-(4-* h^v-7x-;w-i-tf^u> ? ^;w^5 1 ;v]-2- 
io :f-7^;M D, i'-if7xn;w-4-*;^+tJ-^ H : 

N- [6- [ [4- (4-* h*~>7 £* U 5?-;W ^WW -2-:J-73\>W -4' - 

4* -7J^D-N-[6-[[4-(4-7;^P7xr:;w-i-e^u ^n;w*^;M-2- 

15 4' D P-N- [6- [ [4- (4-7 M P 7 x ~M -1- tf* U ^ -2-^- 

73MW [l. r-K7xryW-*:*;P***5 F ; 

N- [6- [ [4- (4-7 )V* P 7 x~JU) -1-tf 1 U >>~JW ^ -2-^7 J-M -4' - 
N- [6- [ [4- (4-7;i^ P 7 X-J0 -1- tf* U '7-;W * ^JW -2-^7 -4' - 

20 *7-)H\, l'-k* 7x-;W-4-*;^^r-tJ-5 P ; 

4" - 7 p -N- [6- [ [4- (4-^ j-)V 7 x - 1 - tf i U $>r:;W ^ -2-^ 
7^JW [1. 1' - 1: 7 x ^ J W -4-* H ; 

4'-^PP-N-[6-[[4-(4-^5 1 ;U7xn;W-l-lf^U^;W^5 1 ;W-2-^7 

25 N-[6-[[4-(4-^^7x-;i/)-l-h°^U S^M ;>WW -2-^73^3 -4" 
h^v[i,i'-tf7xn;W-4-^J^^^ F ; 

4' ^JM- [6- [ [4- (4-* 3MU7 x-;W -1- If* U ;WM -2-^7 

N-[6-[t4-(4-k Fn**>7x^;W-l-l£*U S^MjWM-I-^^M- 
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n- [6- [ [4- (4-7 ^ J 7 x.zl)V)-\- tf ^ u * -2-^-7^;H -4' 

h*MU'-H7x-;W-4-#Jl/#*tf$ F ; 

4' h*->-N-[6-[[4-(4-n hD7x^W-l-^'J S^W* 3^3-2-7- 

N- [6- [ [4- (HDD7 x~;W -1- tf ^ U S^H * ^; W -2-^- 7 5P;W -4' 

■ 6-(4-7MD7x^i/)-N-[6-[[4-(4-^ h^^7x^)-l-H^U^-JW 
^5=-;W-2-^7^;H-3^>7S H ; 
10 6-(HDD7i=;W+[H[4-(H h^r^^x^W-l-tf^U^-^lX 
f;W-2-t7f;H^3f>75'F ; 

6-(4-^ h+5/7xn;W-N-[6-[[4-(4-/ h^>7x~;W-l-t^U 

n-[6-[[4-(4-^ h*^7xnj»-i-twj ^;w^^;W-2-^7?;w-6- 

15 (4-/^7xz;Wr3^>7S H ; 

6-(4-7J^n7xn;W-N-[6-[[4-(4-^5 1 ^7x^;i/)-i-e^U $>n/W ^ 
^;W-2-^7^;W^n^>75 F ; 

6- (4-7 O D 7 x -;W-N- [6- [[4- (4-* fjV7x^)-I-^ U S*^M * 
JW-2-^7^;Wnn5 1 >75 H ; 
20 6-(4-* h^v'7xZ:;V)-N-[6-[[4-(4-^5 1 ;l<'7x-;W-l-tf^U v^W ^ 
5 1 ;W-2-±7^;H-n5 L >75 P : 

6-(4-^^l/7xn;W-N-[6-[[4-(4-^5 1 ;P7x-;i/)-l-lf^U V-M 

6-(4-7;^d 7 x-;p)-N- [6-[[4-(4-7Mn7 x^JW-i-tf ^ y 5>n;W 

25 ^^H-^^W^a^XTSP ; 

6- (4-7 U U 7 x ~ ; V) -N- [6- C [4- (4- 7 Jl/rt D 7 x ~ ; W -1-fc^'J y^iH ^ 
^;W-2-^-7?;Wnn^>7S H ; 

N-[6-[ [4- (4-7 MD7x =JV) -1- tf ^ u 5?=JM ;* -2-7" 7 W -6- 
(4-* h*->7x~JWn:n^>75 H ; 
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N-[6.-[[4-(4-7;P*P 7x^;W-l-fc?^U z/~)V\ ^^3-2-^7^3-6- 
4- (4-7;V^D 7 x - JW-N-K- [[4-(4-* v"7 x~;W-l-lf ^ U V~M 
5 4- (4-7 O D 7 xn;P) -N- [6- [ [4- (4-* h *'>7 x-iW -1- tT^ U * 

^;w-2-^-7^;w-i-tf^u^>*j^^5 h ; 

4-(4-* h+->7x^)-N-[6-[[4-(4-^ h^$/7i^)-l-^'J^W 

^^;W-2-^75=-;W-l-t!^U F ; 

N- [6- [ [4- (4-* Y^ris? x.~M -1- 1!^ U v^W * 5MW -2-^7 3^3 -4- 

4-(4-7;^07x^;W-N-[6-[[4-(4-^5 1 ;V7x^;W-l-lf^U^r:;W^ 

5 L ;W-2-^-75 i ;W-i-tf^u> ? >*;V'^-9-5 F ; 

4- (4-7 n P 7 x -N- [6- [ [4- (4-* x ~)V) -1 - tf ^ U i?-M * 3=- 
15 4-(4-^h^v7xz:;W-N-[6-[[4-(4->^7x-;W-l-tf^U> ? -;i/3^ 

5 1 ;W-2-^7^;W-i-tf^u> ? >*;^4 i ^ H ; 

4-(4-^fJl<7i-;V)-H-[6-[[4-(4-^fJl'7i-JW-l-t:^'J 5>r;W 
;W-2-3-73\>W-i-lf S?>*^#*U-5 H ; 
4- (4-7;!/* D 7 xn;W -N- [6- [ [4- (4-y)V* D 7 x ZL)V)-l~^ U 
' 20 ^5=-;W3-2-^"75 1 ;W-l-tf^Uv ? >*;i/^W5 F ; 

4- (4-7 D D 7 1^) -N- [6- [ [4- (4-7 Jl^ D 7 x~;» -1- If* U * 

?;W3-2-^-75 1 ;W-l-lf^Ui ? >*>'^^5 F ; 

N- [6- [ [4- (4-7;M"P 7 xn;W U 5?=;M *?JM -2-^73^3 -4- 

• 25 N-[6-[[4-(4-7^P7xn;W-l-tf^Uv f ~;W^5 1 ;i'3-2-^-75 1 ;i/3-4- 
(4->l^7x-iW-l-lf^U5?>*/P***5 F ; 
N- [6- [ [4- (4-7 P P 7x^W -1-tf ^ U * -2-3-73MW -4- (4- 

7;v^P7xr:;i/)-i-if^'J $*>*/M$*i*-5 F ; 

4- (4-7 P P 7 x -N- [6- [ [4- (4- 7 P P 7 x ~)V) - 1 - M 1 U S?-M * 3=- 
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N-[6-[[4-(4-^an7x-;W-i-b!<U s>x;i/| ^^JW-2-^7^;W-4-(4- 

N-[6-[[4-(4-£ DD7x-;V)-l-^'J /^;W-2-^"7^;W-4-(4- 

(i) (io <Dm.tvx\t, wliIs fmffiMtom* r> 
t-^A^ *rtttt££(D&, ta»to«a. »ios> 
l*tt75 7«£©tftft£)Wtf&tts. 

WIWiffi£<0&©#Sftl*ibTfck 0J*fi£ hU^Wl^X HJx 
15 h»JX^7-;i/7a>, ^D^yJV75X N,N-^>^JVX^V> 

utbu w*.t& tat silt use 

rfm, **>>ui'*>». ^>-t?>7s;MN>Bt p-h;i/x>7^*>m^t* 
tt3Mt7s/ttt©ia©ffa^f!itbT«» m& t;i/^xx U5>>, 

« en do Ktt««asfe*i**»^ 7^* y 
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^j&LWTt><fcv>. (i) (r) tt» &gftSfgg£ 

-h)vx.>7>)i*>mm, 7x>mf&> 

5 Tfe^Vi. 

fls^tt (I) (10 *58Efc-&*i*SBBTS2:itf***) 

io ^nxviTfectvi. 

*f69i^«*«, &ftm&, @ejitt#*^ 

j^, (+) -ig}5«, (-)-« (+)-l-7x^V75>, (-)-l-7 
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jft(0|*.i& X^y-;K *9J-7b. -<V7*a/V-Jk 7irbxHJM 
— CP-Chirasil~DeX CB(5^XJ|/lMx>X#:gDfc£ 

om&mtv, cnmoiHi?a(«A.tf» #syi?*fik *pvh^?7 

*5fi»fbi&*3^^ J f-|'3 IC t h* P* ~>S£te 1, 2 $&7 5 / 
15 . ^to&3fe^ttfcW«B(0!*i& MTPA (a-^h*'>-o-(hU7;VtQ 

20 n^n75F#*fc«XXr-;V#:©^7X-r^T-38J#&n*. #$i£n 

(io cdt*di<7^^ ^#rtfc*tt5^a*frTT#*^ra 
Wit, n7mmm*mz.LT<k&m ao 

ili#^&2*jBcbT<fe£#r (10 iz&ifrtzikGWZ^o. <b£« (10 

©ypH^^^tbTtt. (r) ©7$ys^7S/;wb> 7;v*;w& 

D^fls^nfeft^* [flL (10 ©75yS**x-fn*/-f;Wk, 
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fc$nfc<b£4fefc£] (r) ©*^s#7->;Hb, 7/wwk 0 

5 MKfc K3*ft3*ifcfls£* («. (10 ©*«*^r-fe^JWfc, 

/t;v==M;Wb> 7p/VOWk K/xa>r;Wk •fr^S'XJWk 

ft^ (10 OA^+^WWxXtMs, 75 Kft£ftfcft£$l [flU 

(10 ©*;u#*3^;w***x^x^T-;Wb, 7xx;vxx7VWb, 
10 ft^+^^xx^Wtu ^^^VTS/^^x^fM, tr/w 

-4 — r jjWPxxxJWt* V# p^+^;w^s/*;i/#x;px^x 

ft^ft (io o^F5^it £;n»j£i 990 ^fli rggs,© 

$&#Tft-&^ (10 «ftT£t>©T2&-3T i &<fc^o 

m^ft^tbTfflv^nsft^ (id (xni) , ft^« 

(IV) , ft£% (IHa) , ft-&« (IHb) , ft-&* (IIIc) , ft£% (Hid) » 

ft^» (inn , tt&to (inn) , ib^» am) ^n^nmtUTffi 

25 VvrfeJ:V>. COiS&Jfcil/rKi, IWBtfcft^* (I) (10 © 

TIE© [KKSl]"ftt>L CajSS7] fcfcWt, 7)\<*A<£m, iD7ic 
75/ftKJS, lXf;WbE^ 75b'ftix0> XXxJWtixJ£> 
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77>^^atJl/ ywiW— >3>X (ORGAN 
IC FUNCTIONAL GROUP PREPARATIONS) ^ 
2 IK, 7%r-^y$~JV7$L (ACADEMI C PRESS, INC.) 
5 19 8.9^J ; 3>yU^>^ • t-^^ • h7^7^-'>3. 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

C8S&1] 

5£ (I) ^^TX^-(CH 2 ) W 3C0NR 8a (CH 2 ) w4 -T^^I:'&#I (la) 

Ar-CCH^-COOH + HN (CHj)w4 — Ar— Y— N( 



' 15 ^ rAoy>ftSMT^J;^ C !. 8 7»J £LTte, li&lB rs$g 

20 i) tt*«^3W*fflVi**ilc 

{tfc*(IIl), lfc^U5 1*<ZMt-&fi(lI), fe«k«lfeViU2SM©R7|c 

t Ka^^>^hU7 x /-;KH0BT)*3cktK(^fe«)M^*^Vib 5 



(II) 



(III) 



A r — (CH 2 )w3 — CON (CHj) w4 — Ar— Y— N 
(la) i \ 
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1 _X5\H/- 3- (3— V ^)VT ^ J 7u iJjVtfi?^ S H JIKtfcWSC) 
fc£##tf 5*1*. ^T?t> WSC ##£LV*. 

<^DD^»» X-x/WHMKOIfS 1/ < » THF) 75: £tft*tf 

hy#A7^F> y^OA5Mv:/nt:;V75F, u^as^^d^s/ 

;i/7SH, y^AM^;<W1^7^\ tb'JfA^WW'> 
*U"±«^«®«»7;W34 1 '>1« <«K :f-HJ£A*b*>-h% ^"hU^A 

2) 7;V*y«*fctt7^*U±«AK©>KBWk« (W, tK^ 

^hu^A> *«ft*u^ jmmsu^a, *mfc/tytfAfc£) , 
7^*y^**fctt7^*y±»«oi»»* *aw-HJ*A, m 
#y#A, KK-fcs/^Afei!) , 7^*y^K*fc»7;v*y±«^*©R 

3) MJX^;V7^X vMV^Dlf;i/X^75X N-*? 
HJV^ijX 5**9^7 5 /KU5», DBU (1, 8 t?->*D 

C5. 4. 0] ^>x7>-7-X» > DBN (1. 5 -S^-tfES^D (4. 
3. 0) y>-5-X» tt£©75>«;«i*.«KU^>, * 5 

2 , 6 ~)v^>ii^ommmm\\^mu^ommmuaifim\i^n 
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Mx-tt 10 &(At/ 24 IFIt^. 

10 b\ m7*DSF&£K C^sTJWHA^^E C 6 _ 

15 M rg^s^bTViTfe«i:Vi7xy-;vj r«^*J £UTli> 

-hj;i^$^ yzmmwis fh>mm, 

^iTffl^TfeJ;^. T-feh-h'J;k THF, iSputitf 
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tk^w-hj^a. smxvv^ mm^-h^p^ *m^hU^A, 
. ®sr 5 #fa&v>b 40 mm, b< « i &viL is Bsnnr&So 

<ft-&$j(iii)kiu a; 

I - / \ 

» — N — (CH 2 )w4 — Ar— Y— N' 
(Ilia) \ 

. » " 

15 #-;M0J, * ^v^WSxjk xb+v*M^)K tert-yh^->*;i/ 
20 X3=\>k>U;k s;^fJl/7i^>U;K tert-r/^^Wi'lUk tert 

-^yx^i/'jMa, c 2 _ 6 t;^x;k^ i-7U;n&afc£* s 
somUE). C^.T^a^XR *Mr*X xh^X 70**3/ 
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ffl*(t^t»(IIIa)^LTS# 1 100 3*, $f *b<tt 1 fcUL 40 
K£fctt££0!i3fcUTttfflfc, 0.1&£&V>L18&£, 

10 L 200*0, fiFSlXJiOr&HL 1000^^5 Off 5 £<h&T# 

tel&V*L40S*T&5. 

^^it7cSJSt#-r H t fc<fc Off "5 £ £ t>T?%5o 

fl2#»<IIIa)fck 5£ 
i 

W— N— (CH 2 )v»4— Ar— Y— L 
(I I lb) 

R 2 ..---' 
(IMi) 
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15 - wi/x^x^xji/r^^ft^T&S. 

;\u?>Kmt*mmm^ nmmm». ~bvmm> 75H*««i. 

N-5?;Wl/*JWx75 H (DMF) . 7thX X*y-;k KU3»fc 

4KG®(UU)<Dmmt, <t£*(IIIb)K:**U 1 100 IMXfc 

5. <k^(f(IIIi)ftSJS*«E«ffl^Tt>J:V>. 
25 KJfcUmte®- 2 OVfc^L 2 OO'C,#£b<ttgmfcV^100 , CT&5. 

U7A, K»**^-hU^A, KK***Ur>A» HJx^KTSX fcfU 
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S»fc£T!*«5. «*©«ttft^*(IIIb)fc»U 0. 1 tzteV 100 a*, 

fc^(IIIb)«WLfcr5S 
I 

W— N— (CH 2 ) w4 — Ar — Y-OH 
(lllh) 

5 

10 **->T?fc*<{fr&ttWU (I I Ih) ^Wfc^KttT^ tiZ£ 

mM\$, #£L<», tffflfc&Uak* K«**^hU9A, HJX9MV7 
15 SX N-^fHM'JX fcfy^>fc£T&5. &gCD®JB«fcfc, 

20 a£2Smte-20 c C&^b 200*0. JftKttOtftUl, lOO'CT&So JR>6^ 
ffl\$ 0. 1 PtH&H b 48 Bm IX 1 fcUl, 24 l$WT?*<5. 
fc£$KHIb)fc&&vT. L3^APy>S^1f*Sft^»tt, ifr&GKlIIh) 
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2761 (\m)tza\zmm<o&m&%w*zn\zm?zKmz.ttirz.tiz3:-oT 

(I lib) it, SB* ©x*.x;Wfr&*J (I I Id) «&*l©»7cfefc.fc 0 Btd 
io 1"£ i £ ic i: ^> Tggii-rs £ * . 5t?tfe £ bT fck mUSKc*!! (fll; 

b U 9Afc£©**fc*2*ttak **fl57;V5nC7Ay 

15 3212 (1991),- *7 ^r^>W5Xb'J-. 35 , 2761 

(l 992) ft a fc.fc D > N H C t fc«fcoT«$B-r* lit 

bxz%>. 

mmfc-&®am)u. ^^o^mz^mm-r^z.t^x^^ 

20 ^t)(IIIa)«> 5£ 

I 

H — N— (CH 2 ) W 4 Ar — R 9a — CO — R9b 

(I He) 

26 ^1U(IlIi)tSRjK$-&5C:tC«koTi!3S-rsilt%>WS. 
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#cdc j.e^^wssj ©?%> £5^£fci&v> us ©%>©### sns. 

10 PR£ft«j tutu 09;U£ r;i/n-;n^M, x-x;u^» 

t^t*>£^. jl$;-)v, mfctzZiim&hw 

MTtmt mz-&*mb#vm±b u h u 7-tr 

15' ^ith'J^ ^7/>!K^b^^hU^A^i:^^Cn§o jItc 

Kl&Mfttt, >I#^20 , C&^U 15013, 8P*L<»20fcV>L 100"CT&3. 
mil ®#5#1ffl&V>V40l$|H], «FSU<ttl&Vib24I^Wn?&«. 

^wsns. &©m*«> **»£©*&& o.oi aafcuLo.i m$s, mm 
mtvxtes mfmi=.m^y^y, *dar, bum. mm. mm, 

ftj^«(IIIc)ttSBfi©x^5 = -;Wb^*(lIId)^6» Grignarrd tt& 
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fl5#fc(llla)tt. 5$ 

„8a 



10 



15 



W— N— (CH 2 ) W 4 -^Ar — R 9a — COO — R 9b 
(Hid) 



I 

W — N — (CH 2 )w4 — Ar — CH 3 
(lllf) 

Afaf^^H^ 22> 195 (1984) &£fcB*t©#tlDlC«k 0X^5 >fl?&46 
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*Mmk\ts (II la) fc£VVT, CO- tT)U*U>t 

6 

• ^>*;^>i^^x7r;m> wo 98/43953 te£\ztm<D%mz£ lornm 

SS^X^fJl/i§, 0J*.ifJP 06107599 fcaizmWHDJimz J: DtyiXf 

-ft~v ^57,hU-, 60 , 4412 (1995). 7 7^-'>a- 

TV^X 35^2698 (1987)Xci!fc©tOR*fc#t* CtlCiDH 

15 jg-rstt'bTrtrs. 

If, 6-75 7-2->3\>l>3V U>tt, #yT-7>*>, 42 , 175 (1999), 
> ? ^-^-;i/ ^7 ^-#~y^57HJ~, 28, 1753 (1963), S?*- 
±)V 'TS.JVVVD-JL^-I- C, 829 (1970)&2fcffiS©#fcfe'bL 

±|B r*;pj|?^5/©^jj:ttSf*#&fflVi«*atj tt, ^ : Ar l -(CH 2 ) w3 

-so 2 oh (^(Dm^m^tnMm^^) tasnzzMym* * 
&«a : Ar 1 - (ch 2 ) w3 -sooh <&*<DmmmBtmmm*?n?) TSft 

25 ;P7^ >75 PR*#£»&'r**£fcfcafflT'fcs. 

5t (I) (^^TX^-(CH 2 ) w3 CO0(CH 2 ) w4 -Tab5^#/ (lb) 
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Ar'-CCH^— COOH + HO — (CHj)w4 Ar — Y N 
(ID (IV) [ [ 



A r — (CHj^ — COO — (CHj) vj 4 — Ar— Y— N 



(lb) 



/«•'-•.. 



10 mm. -hUMif, ^rh>5R»«, ^ 

UTiWbJ;^. ft^Tfc, 7-fehxMUl/, ^DP^^X £nn# 

sj&isgteu si#-2ot:;&:^u sire* jff*u<raafit?*5. rjk^ibk*, 

20 fc-SHKlWWU g#4MB©*»» m«TO9838156 K:f3*©*Sc»*V>e 
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j£ (I) t*^TX*J-(CH 2 ) wl 0(CH a ) w8 -Tft5.ft;^<» (I c) 03 



5 [a+OtWttSWB&HMfejR-r] 

^* (iv) tmitsiKvsmm (»*b<«i&v>u2^*) ©as^» 

10 JM?iJ>, EU3»fc£T?»S. 

j\v*f><bm\:*m*mm. ^mm^mm. ~\>vmmm. r^mmm 

15 KiSaLiCOSJ^TiB^UT^ViT'b.fcVi. T-fe hx h u M N, 

N-PWVftfr&TSV (DMF) , 7-feh>, x*/-;k iMJ5»fc 



Af -(CH 2 ) w1 — l 



•f HO — (CHj)w2 — Ar— Y— M 




* Ar — (CH^i 0 — (CH 2 )w2— Ar— Y— N 
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^m*mi&tVT\i. /\D^>{tmi^mmu, 
%%i&mm -hvmmm. r^mmm >rh>mm *;w^> 

^xh^i\ mt>, 7-feh-hu;K ^nn^>, zuufrfrAfs. 

a#»»©*ft, #*ttf09838156 lCBtt©#8s»*V>f* 

15 5£ (I) ^UTX^-(CH 2 ) W 3NR 8a C0(CH 2 ) w4 -Ta5^b-&#l (Id) 

R 8a R 1 --.. 
Ar'-ttH^a-NH + H00C-(CH 2 )*4 — Ar— y-|||/ 



(VI) (VII) 



R 2 . 



„« a . 
R a'- 

Ar 1 — (CH 2 ) w3 MCO — (CHj) W 4 — Ar— Y— 



£#&&©#&> mtfW09838156 ICE«©^rk»*^» 
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5£(I) iC^V^TX^-(CH 2 ) w6 NHCONR 8a (CH 2 ) w6 -T^§^^l(I e) 

f" 

Ar'-CCH^s-*, + N-«*2>«6 -Ar— : (|X) 



0' ^0 




? ,R ■ 



A r 1 — (0^5 — MHCON — (CHj) w 6 Ar — Y — N ^ : (|e) 

;' r 2 - '' 



it^(w 1 1 u^v 5 ai^Ks i l.smmxt&m win 
mmuvvk. mti-hvvj** TMMw-hutfA, *«ft*y^ 

jR»**^-h»J^ RKzKSbtMJtfA, hUx^KTSX fcTU5>>fc£ 

;\a>f>{m<K*mmm, ^mmmmm. -hvmmm, r$.mm. 

MF, 7±h>> X*/-jk KUS^&a&JfiPSUi. 

t**. saasfiHitt, wuaaso. 5Wfima:^ui b*c*«. 
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tt&m (VI 1 1) £«k (IX) », aft^»<o*fefc:«k 0 SB£T5 - tm 

5 ^ (i) iz&^t kr i Tt)mmm%&i>TKTb£^mM£%%mm ar 2 

-Ar 3 ) T!**flr&4& (If) it 0H^tfTe7U-;l'*y7 r U>^K«fc 

(7U-;io&s>:/u>#Kjfc) 

Ar ! — B — L 1 + *r ! — X— Ar— Y-H^ ; <„) 



Ar— Ar— X— Ar— Y— ^(f ': (|f) 

10 [5fc*K Ar 2 £«3;tf Ar 3 «, ^n^ng&Sfc^LWTfc^V^sS^ 
Ar 2 ££tf Ar 3 Tj*£n£ rg^&#bTViTt>«kV^^^#SlS* 

turn jaffiAr^bT^bfcfeo^ffl^sns. iot>^ 

Ar 2 &<ktf Ar 3 #> tfcfc|«8^bTUTt)i^7x=K*D, Ar 2 
-Ar 3 ^B^*SrWbT^Tt>J;Vitf7x^:U;WT^?>Ji^W*bK 

7U-;w*y^u>^E«», g#&*n©#?£, mz.& 7t>? 5-$% 

20 *#>3*Mf7 (Acta. Chemica Scandinavia) , 221-230 H> 199 
<b£<fe (X) £ i fcV> L 3 3* (iff* k < » 1 fcV> L 1 . 5 MS*) ©fb£t) (XI) 
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. tit, &&&&zfm&mm&(omn : . ^mmm^^^^o 

5 T&£„ 

-;w#*:7«f » n?Wi± (I I) ^nu t>\. ^7>?>7A-^tW 

MX7^f» ~y*)V (0) ftiW^ns, 

it r^^jKftuftj (Dfemmz. it^m an £2*ut. »o. oi^ 

15 & 5. UM*m\*> 1 1/ 4 8 RrMTT**. 

{tm (I) 03t>, 00 KT© [«5§j£7] fcJ;-3Tfcfi 

25 [§Sjg&73 

-fb^* (10 »> Ar'-H (XII) 
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L — X- — Ar — Y — N { (xill) 



5 tt&m an) szTMbG® an i) &#'&to<D%mz&t)mm-%z. 

-iy-funs -JK tert - / 2MB v> sna. 
io ttrfB rx-x;w*#Kj tttn ^x^ji/x-xJk rb^t: 

is t&fB rMi» tux», Hknx ^>u>, 

hue rmik&mmm £~lx\z. w*.& m^x >^p 

tm rx;p**5^ h'» £ bTHU fl*f& S^^K*^**^ K (DMSO) 
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jk yptf;K -fy^otfjk 7^;k tert-y^w&a^ c 7 _ ia 7^M=- 
15 Mflu ^>5?;wc.^), 7xx;k hu^;k ->u;k«, hu^^;^>u;K 

tert-7^;vs?x^ji^y;v&a» c 2 _ 6 7;^x;kr i-7y;pfc£)& 

^fflHSft*. Jin&©Stt, 1 &l>U3TO/\P'Jr>J^i 1 (0iK 7»;*, 

tKo^-xofiiastUTtt, 0G*& c 1 _ 6 7;^;K^ x?- 

. ;K 7*nt!;K -fVT'at^k 73^k tert-7^;v&a> 7xx;k HJ 

;Mfc;K«U 7tWK 7DH^-x;i/^a, 'W/'Ok C T _ 1Q 75JWr 
25 jV-tDVtf-JVm* *>i?fr%)V#~)V1t&s 2— rh^t:FntfyX;K 
2-fh7k^D77x;k HJ/Wk^UJk hUx^;k>U 

;k ^^l/7x-J^>'J^ teft-7^;k7^^;^>u;K tert-7?;i/ 
$?x^;vi/yjk&£), c 2 _ e 7;verx;K«, i-ryjn&:2)&»WBv>&n 
nn5©*t£> lft^i/Ji^Atiy^if^ 7^i, a& 
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sf)\,—7X <iy 0c—1$ZLy>7 i/^-fev-X (Protective Groups in Organic 
Synthesis), John Wiley and Sons =R| (1980) K£SB«6<0*S53te iTK:*P tJTff a 

15 

tj^yh, Ott k^** £^ 7*, »7'X 1t;K khft£)fc#U 
MCH fcgHl-*^H©W-^^J^^:i L,T^K:^$nSo 
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' (malignant mastocytosis), ftHttSEii (exogenous obesity), ji-f >~s=l 
U >ffiK(tS (hyper insulinar obesity), j&jftL^W#t(hyperplasmic 
obesity), TS#ttIB^ (hypophyseal adiposity), MMttJWlE 
(hypoplasmic obesity), ^ftiWIBfiTBM (hypo thyroid obesity), *S 
5 flTF8&ffl!$§ (hypothalamic obesity), ti&M&Effitil (symptomatic obesity), 
/MBHMR (infantile obesity), (upper body obesity), 

JEtft£ (alimentary obesity), MtECTftflB^Oiypogonadal obesity), 
£#ttffi$tiffl!i£# (systemic mastocytosis), WteJiBSt (simple obesity), 
^fr&flE^ (central obesity) £] , ^/CjiiS(hyperphagia), ItlblW, 

io • fcrntmrnte atim e n § = 

*%wc> mch mmm ^xsmmm^mt, ^n^emt^ ( i ) ( i o 
25 mm. mm. mm, mm* ft** mmtzzammm^z 
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:?;W7> nu-i F5"U*&£#*tf&tt*. 

XhUX tFP^^Pfc^Mr^P--;^ b Fa^>ypfcfJM^;W-t;k 

d-x, #ut:x;nfpu fx xx/x y3l< if^x ^wr^ 

(l-hpc) fe^jwifsn*. 
io mmthTte, awffl*. 7;io-;k ynt!i/>^up-;K 

p-;k D-TXxh-;k £E#B£^>^;k HJX73y* 

*x 3kxfD-jK hjx#/-;ktsx k^hj^a, #x>s§ 
i5 ^huc^&w^tf&ns. 

34 ; f|^.a#U tfx;P7;vn-;k #y tfx;Vfc!py HX *;i/^^->^5=- 
20 JlWu-Xi- b U £A> ^WH?;i/P-*> t: Kp^^WH^p-*, 
t HP^Xx^UirJPP-^. k pDt^nWWo-Xfti^iWttt 
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m§Mf&E) > »j (flu ummi mimmz) . ®%tm 'm> . 

15 

mm* e\z&q n^o . 

i& 60kg) tlPt#t51^0 1 5 0 ^*V?*Vfr«#T& 
20 ( I ) (10 £ VX, m 0. 1 &V> l/» 500mg, jf? 3* L < 1 

mm mm&itmmm j , rmmmams * m^m\ \ 
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6 -f >X'J >Sfei^^^UT«>^«H^^U^ x />*fctt-e©^($f 

<fcr?K>Sfci&) > JTT-50L GI-2 6 2 5 7 0, MCC-55 
5, YM-440, DRF-2 5 9 3, BM-1 3-1 2 5 8, KRP-2 
97, R- 11970 2ftWf^5. 

ASH, h^lfH- h\ h\ ^tf *Ob9S K*«fctf*©7> 

f^iJ^F, S^U-H (KAD-1 2 2 9) , JTT-6.0 8iS:W 

b M >X U > ; *M, -f-X hSfflViJte^X^WKi^jRl/fcb W > 
xy>ft£2i£Ptfe>ft<5. >XU >£LT«, 0. 45^e>0. 9 (w/ 

-f >xu>fctt, jeseaa. am -*bs> *ms, mmttz 
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3 3 7 H W* U >fi«#^»*i: UT», A J - 9 6 7 7 , BMS 

-19608 5, SB- 22655 2, AZ 4 0 1 4 Ofc£j^tf 6n§. 

U>^-f BAY-27-9955 &£/&*#tfSft5. 

10 ^yh .-fSl/X^yh ; SNK-8 6 0 ;.»/#;H'*^ 

y h ; AR I -5 0 9 ; AS- 3 2 0 l&^jfiWf&na. 

^OyM tfC|fi*F*i:bTtt, mfc£NGF, LY-333531 fcZifimVf 

;k m^ryuH, ^dx^V";k m^s/i/s^ -fn^>hm 

x^;k ;*V>^> (memantine) > e^FU> (pimagedline ; ALT-711) 

±12 m^mmMmmmmi thru, mxwjh-^mmm. ** 
20 &ns. 

**MMW*il/*Ctt, #J^.^^>K-;K t^7i>775X 7^ 

25 >fc£j&*3Stf&n*. 

7>3?*y->'»«*»#a«i:bTtt, «*«:&7>7y/k X^-y 
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^u;k 77t^'j;k (gag) 75yuM u^/yu;K -rs^yuM 
^tyu;K s/^if^u^ 7SE*^y^, h-7>K^7u;k 

^U^Aft^JHiniitTit 0SAtfV'^P5*UA, L-27152, 
AL 067k NIP-121&&^f£*X3o 

i/V^y^)V, niWrMr>* -fjwwi^x cs-866, mnisi£imtf*> 

10 tl£o 

15 -feUAX^X 49rtM7->s ZD-4 5 2 2*fctt*tlfe©tt 

±E rH»&ji&*!fcj £lt«, ^«>f^P7x>fe^^if ens. 

25 
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5 mnmvm e>n§^-©m^!i©^#> 2 ) mch 

15 -k mmmizxv^gMm-zzt&'Tr&Zo 
20 ^mn^^^mt^x-b^o 

UT<D&mW, %Mm*V> r^ilj teO&V>L3 OtJSwU W$JI©& 

25 feTSBSl/fc. 

FABMS (pos) jS&Jg : ?«*KS#*rffi (Fast Atom Bombardment Mass 
Spectrometry) (+) WWcIiXA^ MUTfcS. 

s : %/>9Vv V (s inglet) 
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d : 97V v h (doublet) 

t : YV?Vv\> (triplet) 

q : ^Jl'fyh (quartet) 

m : ^WfVv Y (mu 1 t i p 1 e t ) 

6 b r : "Ju— H (broad) 

J : ^Jy^'J>^t (coup ling constant) 

Hz: (Hertz) 

CDC1 3 : a^PP^PA " 

DMS O— d 6 : m^^)V7,)V^=y H 

10 THF : rh7th'D77> . 

DMF : N, N-^^*;WAT5F 

DMSO : ^^f^j^^yF 

WSCD : l-X^-3- (Z-y^VTS.jyu&V) %)V 

is wsc : i-x^-3- (3-^5=-;U75y^pt!;w 

J H-NMR :7uY>fflffi£Mk 

GI?if7UHfc£.CDC 1 s#T&!l£Lfc. ) 

IR : #^MX^^hJV 
20 Me : 

E t : X^;V 

HOB t : l-fcKP*5'-lH-'*> % /hU7y— 

ipe:^ y yp e;i/x-x;u 

DMAP : 4-^^75 ytf'J> ? > 

25 

I UP AC- I UB Comm is ion on Biochemical 
Nomenclature \Z&m%$>Z>Wt%Wfom\Z&ttimmn\Z 



WO 01/82925 



PCT/JP01/03614 



84 



DNA :x**^U#Wt 

c DNA : iWrt^^U 

A : 7f^> 

5 T :^B.> 

- G : ^7-> 

C ' : ^hS^> 

RNA : UtfttK 

mRNA : *y-fe>5**-UaH«» 

10 d ATP : T**'>7f/'»HU>i 

d T T P : ^sMrS^S U >M 

dGTP :T^^7/y>H'J>i 

dCTP : ft+v'^^^H'J >K 

ATP : 7T/^>H'J>t • 

15 EDTA :^U>'J7^.ymmB 

SDS : Hx">;W«^hU^A 

EI A . : X>if-f MWTv&t 

Gly :^U-» 

Ala :7^~> 

20 Val :A*U> 

Leu :D-r>'> 

lie : -f.VD<-» 

Ser :-feU> 

Thr :X^-> 

25 C y s : ^XtM > 

Me t : *tt~> 

. Glu :#>^>^ 

Asp : 77/^7^ >t 

Lys :'Jy> 
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10 



15 



20 



25 



A T" fT * 

Al g 




n l o • 




P H O 

r 11 c 




i y r 




r r p 


r v -/ r </ / ^ 


Pro 




A s n 


, ^ *7 ^ y 


G 1 n 




p G 1 




Me 


: pWi/X 


E t 


: x^;vs 


Bu 




Ph 


: 7x^M 


TC 


:f7!/U5*>-4 (R) 



terse 

tos : P -b;i/x>x;^-;v 
cho 

B z 1 : *>5W 

Cl 2 Bzl : 2, 6-^DD^>^ 

Bom : ^>S?;P**^^^ 

cl _ z : WOitfrttisilM—fr 

Br-z : 2 -:/p**>5W**5/*;ws=;]> 

Boc : t-"7V4z/lJ)V$-fr 

DNP : v*-hD7x/-JI/ 

Tr t : hlWl' 

Bum : t-y*h^-y^)V 
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HOB t 



Fmo c 



: N- 9 -7MV~)V* h*ri'*J)WzJV 



HO OB t : 3, 4-^tHD-3-hKD+5/-4-^V- 



io ' mmm^: n 

yyh SLC-1 £3- K« cDNA OX # U-~>^IC&J8L£:-&/&DNA £*cTo 

hSLC-I p-r*cDRAO^^U-^>^C«ffll/fc-&fiJ&DNAft5?r. 

15 7»>h SLC-1 £>£7 5 7 m@E?>J . 

5' fiitCSal mm@3W#jjQ$tl, £fc3' IflfcSpe I BMHBflWtflinSn 
fc? y b SLC-lcDNA O^Sia^JS^T. 

20 5 y b SLC-1 mm CHO O-MCWS SLC-lmRNA <Z>fS5a»£i8l/£ 

T^fc©^fflUfeU^7°D-^ (riboprobe) £^To 

t h SLC-1 £H- FTS cDNA 5&&fc4£fllbfc£-j£DNA £^t*o 

C@3?!)##:7) 

25 SLC-1 S>3-HT-&cDNA$2*^^T§fcie)^^l'fe7 P 7'l'V-S^ 

•r, 

fc h SLC-1 £3- cDNA:£J&XE?!l£*t. 



5 



HONB 



DCC 



1. 2, 3-"W/HJ75?> 
: l-tHD^>-5-/;i'#;^>-2, 3-$>*;i> 

: N, N' -^S/^oM^l'AJl'tfSMSF 
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t h SLC-1 <D±7 S J mffiM&mto 

tmm^: 1 0] 

k h SLC-1 (S) £3- 3 cDNA©X£ U-~>^K&fflUfc£j&DNA£j*T. 
Cffi8l##: 1 13 

5 b b SLC-1 (S) ft3— cDNA©X£ U-:^:>r^fc&/tJbfc£J&DNA£^r. 

t h SLC-1 (L) £3- H*TS cDNA (DX? U -n^fc&ffl bfc'&J&DNA£^r. 
[@3^J#^: 1 3) 

t b SLC-1 (L) cDNA0X# 'J-^>^tfffl Lfc£j&DNA£^t„ 

10 CE^i##: 14] 

fcfc h SLC-1 (S) cDNA ©^SE^J^I"-. 

mn^: 1 5) 

15 fctb SLC-1 <L) cDNA (D±mMUn*7K~$. 

h h SLC-1 (S) mm CHO »£<ktf t h SLC-1 (L) %g CHO D-> ■ 
(riboprobe) 

20 i-6 T#?>nfc@a^J#^: 9Tg^n^msE^j^n- n-rs dna 

Z^tS^^XS. Ffcl^S^SIfte&ft Escherichia coli DH10B/phSLClL8 li, 
Wl i¥2B 1 0*^ffifS^I*xm^K^X^X^I5^m (N 
IBH) fc*ft#*FERM BP-6 6 3 2 <hl/T> «H¥1£2 1 
HA»6SfaSA ' 38iBPBfeBr ( I FO> IFO 1 6 2 5 4 £L 

25 T^ie^nw*. 
mm 



WO 01/82925 



PCT/JP01/03614 



88. 




1) 2, 6-^7* \s>z?%)l#>mz?* ; ?-)V3:7>ir)\> (26. Og, 106mmol) 
£ N, N-i? ^ ^;V*;i/AT ^ H (500 ml) 1 N*Bfcfl5?- h U ^ A« 
& (106 ml) §1 0 0*CT?3 0#WraiTL&. 3ffi» 

5 ETfcgsu sett^Tfcsin^jSttrs^sufc. o mi) 

6- (* h 4- ^ XJ W -2-^" 7 ^ V y % ftffr >m (1 4 . 6g) £ a £ b 

'H-NMR (DMSO-dj) 6: 3. 94 (3H, s), 8.06 (2H, m), 8.24 (2H, m), 8.69 (2H, 
10 s) . 

2) ififai)T?nfc6-(^ h^y^)v^)V)-2-i-y^u>^)v^>m. 

(5.00 g, 21.7 mmol) thVX?)V7 S.> (3.93 ml, 28.2 mmol) £ tert J 
:/9\H/7;l>3-;P (65hDML, 7yft^7i-MX*'JJl/ (5.62il, 
26.1 mmol) £SD;i, Mt"3 0^> 1 0 0 < C*C6l»#|Hffil#Lfc. SMtgf 

iftffl**l 0%£X>HI*»ifc fifnftft*T?^^t v fc**BW-HJ£A 

7>(50iil)te»#U *&T. 7k*ftr;V5Xi>AU^A(728 nig, 19. 2 

h;i/X> : 98x^=10 : 1) fcT»»U »m**n-A^>3^6ilS 
HffcU teti-y^JV 6-(hHo^>^^;U)-2-^7^;l/*-A^-h (2.26 
g) *eft*fr*£bTftfc. 
25 'H-NMR (DMSO-d 6 ) 6: 1.51 (9H, s), 4.61 (2H, d, J = 5.7 Hz), 5.24 (1H, 
t, J = 5.7 Hz), 7.40 (1H, d, J = 8.4 Hz), 7.49 (1H, i), 7.70-7.78 (3H, 
i), 8.07 (1H, s), 9.52 (1H, s). 
5ci^I C l6 H 19 N0 3 £LT 
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ffJSffi: C. 70.31; H, 7.01; N, 5.12. 
H&M: C, 70.36; H, 6.89; N, 5.14. 
3) ISI22)T#fctert-y^ 6-(fc 
,S/-h (1.00 g, 3.66nnnol)&^DO^^Xl8Bl)fc»*U 
5 >#>(1.59 g, 18.3 mol) fcJlO*., gfiT4l$Mflt&bfc. . 
3*fc«EETfc«8U *MV7u&V3L-T)l'fr*>m&<kl'X. tert- 
6-*;U5;W2-^7^;^-A^-h (889 mg) Safi^iLTi 

'H-NMR (CDCI3) 6: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
10 d, J = 8.4 Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 
•4) HulB3)T^fctert-y^;P S-*s)V=L)V-2-i-7?)\>%-rt*- h 
(30Omg, 1.11 mmol) hV* : ?)]s7^>ffl®&. (270 mg, 3.32 mmol) 
/-JK2 ml)£-rh7fcf*P7^>(2 nl)0fi£8ttfc»#U v-7/hU 
hFDHSM^MJtfA (210 mg, 3.32 mmol) £in*., ^mT2^fFa1^b 

-)V= 1 O : 1) fcT«»U 8Bik&<b (242 mg) &&fitlM*lbfcbT# 

20 'H-NMR (CDClj) <5: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 

s), 7.32 (1H, dd, J = 3.1, 8.7 Hz), 7.42 OH, d, J = 8.4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 
##0!!2 



;^-h(500 mg, 1.83 mmol) t MJX3VKT 5X0.254 ml, 1.83 mmol) £ 
^ b 7 1 F D 7 7 >(9 ml) fc*#U *#T* * >7JP*x;i^ P U H (0. 1 42 



26 
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ml, 1.83 mmol)£2jP;L S« 30 ttWfclstCo Wfe£5£U 3i££MJE 
mDlC^Ls ^*U^A(758 mg,5.49mmol)> tf P U i?>(0. 153 ml, 1.83 

fee gaE*7;VS«9A^P"7b^7-f- (JS MS ; WBCX&M. fc 
Ttt®U te'rt-^/W 6- (1-tfP U i?-JW^)-2-t7fJW-/U- 
h (388 mg) fc UTfcfc. 

■H-NMR(CDC1 3 ) 6: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6.62 (1H, s), 7.30 (IH, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 



15 (500 mg, 1.83 mmol) ifcMU^XO. 181 ml, 1.83 mmoD&fflWt, ##F<I 
1 <D 4) fcRfcOftffc&fxS £fcfc«fc 0 , ^M<b-&tl(305 mg) *«Sfiflri*ft£ 

l H-NMR(CDCl 3 ) 6: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7.31 (1H, m), 7.43 (1H, m), 7.64 (IH, m), 7.71 
20 (2H, m), 7.95 (IH, s). 



1 ) 1 © l)T#fc 6-U h*->#JU#-;i')-2-:J-7* l/>*;i/^ 

25 >^(1.00 g, 4.34 mmolX 4-7"P ; tT-U> (747 mg, 4.34 mmol) , 

^JU7$/tfU5?> (531 mg, 4.34 mmol) £ K,VhV *?-M)VJxT $ P (10 




#%0IJ 1 © 3)T#fc tert-y?;i/ B-^SW-t^WVitJWt^- h 



N-(4-^P^7xn;l/)-6-(t Fn*5oWW-2-^7 hT5 H 
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7nt7-U/)#^fc;W-2-?-:7hX-h (954 mg) £&&i|ft*i:UT# 
fee ' 

'H-NMR (DMSO-dj) 6: 3.95 (3H, s), 7.58 (2H, d, J = 8.6 Hz), 7.82 (2H, 
10 d, J = 8.6 Hz), 8.07 (2H, d, J = 8.6 Hz), 8.22 (1H, d, J = 8.6 Hz), 8.29 
(1H, d, I = 8.6 Hz), 8.63 (1H, s), 8.72 (1H, s), 10.64 <1H, s). 

2) tniai) T#fc^5 1 ;p6-[(4-^a ; e7nuy)*;v#-;w-2-^-7 h 

X-b (900 mg, 2.34 miDol)$Th^tHD7^>(10 mDJC^bv 2k#T, 
7K^b'J^^A7;V5X^A(178 mg, 4. 68 mmol) ZMZ., ifit2^f» 

i&Mib'SM (349 mg) & bTf#fc. 

■H-NMR (DMSO-dj) <5': 4.71 (2H, d, J = 5.6 Hz), 5. 41 (1H, t, J = 5.6 Hz), 
20 7.56 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.92 (1H, s), 8.02 (3H, m), 8.54 
(1H, s), 10.53 (1H, s). 

mm 5 

N- [2- ( h H n * 9-M -6-* 7 'J x;W 7ir b 7 5 H 



1) 6-7S.;-2-*?)l*S y > (1.02 g, 6.45mmol) &tfys?>(30 
ml)C»#U (0.913 ml, 9. 67 mmol) '*jm*., ^ST3B#Pp1$# 

N-(2-^^;i/-6-=^y yx;W7irh7$H (1.20g) §S«ilT#fc, 



Kjffl&ft (833 mg, 4.34 mmol) £JD** fiSftTlHHB, 50'CT2^P B 1^L 




N. 
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'H-NMR (CDCI3) «5: 2.22 (3H, s), 2.71 (3H, s), 7.25 (1H, m), 7.52 (1H, 
m), 7.95 (2H, 1), 8.10 (1H, s), 8.30 (1H, s). 

2 ) mm i) -erne n- (2-* j-jv-s-* / u rtbrs. f u . 20 g, 

5.99mmol) $i/DD*JVA (30ml)i;:^tf?U m-^DPj&^Mm (2.48g, 

5 7.i9raoi) ttnx, m&xmmmfcisK.* m^mjet^^ mmm 

iXfJ^JH^> ^mLfdft*£31fcU N-(2-^^;Wl-^~>K-6-^/U 
x:;i/)7-feh75.F (1.06 g) £efef&*£LT#fc. 
•H-NMR (DMSO-aV 8 : 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8. 4 Hz), 
7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d, I = 9.3 Hz), 10.36 (1H, s). 
10 3) tulB2)T#fcN-(2^^-l-^-^>K-6-^yjn;V)T-feb7SH 
(4.64 g, 21.5 imol)^«^m'(110ml) »C»»U S0X;i*mmW&L 
fco M£MBET£^ScU #e>ftfc^S&7;l^«7A#nr7 Ytfyy 

(110ml) fc##U3K#"r\ l«J&WWI^hJJ»>A (21.5 
15 ml) Sim*.* tfit'lltrWLfc. M^WIigSlfc. #&nfc® 

(1:3) ^6,tssftu mm^m (2.65 g> ^ew*itx#fc 0 

■H-NMR (CD3OD) <5: 2.23 (3H, s), 4.89 (2H, s), 7.68 (1H, d, J = 8.7 Hz), 
20 7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8.7 Hz), 8.27 (1H, d, J = 8.7 
Hz), 8.33 (1H, s). 



5 T-mztifr N-ixt Fn^^jw-Mf y u -;w r-t h75 



N- [2- (# a n * 3MW U n;W 7-fe b 7 5 K m&%. 




N 



H 



H (1.00 g, 4.62 m*l)\zMfctt~)V (23 ml) ^K^TTiOx., 2BfM 
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(900 mg) ZffiMtVTmco 
'H-NMR (CD 3 0D) 6 : 2.23 (3H, s), 5.12 (2B, s), 8.08 (1H, d, J = 8. 4 Hz), 
8. 17 (2H, s-like), 8.74 (1H, s), 9.01 (1H, d, J = 8.4 Hz). 

mm 

5 2-(^aa^^;w-6-^y >j-ji/7$> 2mm. 



##0J 6 T# & tlfc N- [2- (# D P * -6-*/ U -;W 7-feh75 H 
£&&(900.ng, 3.32 nimo Dt5 (17ml) 100t:T2l$Fitm 

10 LTmmitS® (849 ig) bT#fc, 

'H-NMR (CD„0D) 6 : 5.07 (2H, s), 7.42 (1H, d, J = 2.4 Hz), 7.71 (1H, dd, 

J = 2.4, 9.0 Hz), 7.95 (1H, d, J ~ 8. 4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, I = 8.4 Hz). 

ib 4'-^Dn-N-[2-(^PD^?;v)-6-^y u~;W ti,\'-\±yx-M-4-%. 



4" o □ [1 , T xnjW -4-#;i/# >^£ffl ht, HJS^ 1 © WSC v> 
20 fc75^bR^i^©W&fT5^«hfcctD, Mft£tl£«<!:bT# 

fee 

'H-NMR (DMSO-dj) 6 :4.95 (2H, s), 7.58 (2H, d, 1 = 8.4 Hz), 7.66 (1H, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 
(1H, d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (1H, 
25 d, J = 8.4 Hz), 8.61 (1H, s), 10.67 OH, s). ' 




N 




WO 01/82925 



94 



PCT/JPOl/03614 



##099 

2- a- tf a u s J^)V^)V> -mv u ~)w s y 




5 75 PC5.53 g, 20.5 mmoDldg&gfc (100 ml) £JO;t> llOtnfl P#K®# 

»jets*u mk^)v-^*v>fr (4.56 g) 

10 'H-NMR (DMS0-d 6 ) 6 : 1.83 (4H, m), 2,62 (4H, n), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 (1H, d, J = 2.8 Hz), 7.15 (1H, dd, J = 2.8, 8.6 Hz), 7.48 (1H, 
d, J = 8.6 Hz), 7.88 (1H, d, J = 2.8 Hz), 7.92 (1H, d, J = 8.6 Hz). 
SUjft: 102-1041C 
10 

15 N- [2- [ (5M Vfu kJV7 5 J ) % -6-+ 7 U n)W 7-fe h 7 5 P 



5 T!#fc N- [2- ( k H U *=s*?)V) -6-* 7 U 7-fe b 7 5 H $ 
fflViT, ^»6©l)«h^©»^fi i 5e:i:fCJ;D> «Mh^«ft«*t 

20 l H-NMR (CDC1 3 ) <5 : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7.40-7.64 (2H, m), 7.80 (1H, d, J = 8.4 Hz), 7.95 
(1H, d, J = 8.4 Hz), 8.05 (1H, d, J = 8. 1 Hz), 8.28 (1H, br). 
gfcjft: 147-148 «C KIM:^iH-T^A^» 
1 1 

25 ff-[2-[(>-x-2,6-> ? ^^-i-tf^U> ? x;w^^;w-6-^y u~;W7-t 

h75H 
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##^J5T#fcN-[2-(bHo^^5 1 ;W-6-^y U~;W7izb75 Kft 

5 'H-NMR (CDCg 5 : 1.02 (6H, d, J = 6. 2 Hz), 1.25-1.76 (6H, m), 2.24 (3H, 
s), 2.50-2.70 (2H, m), 4.01 (2H, s), 7.52 (1H, dd, J = 2.2 and 8.8 Hz), 
7.73 (1H, br), 7.83 (1H, d, J = 8.8 Hz), 7.94 (1H, d, J = 8.4 Hz), 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2.2 Hz). 

Ttmmm c^o-o.sh^ut 

10 th^:C, 71.22; H, 8.18; N, 13.11. 

: C, 71.01; H, 7.81; N, 12.90. 
gfi^C: 120-122 t: Gg^«^:«X5^;W^-y-» 

##$112 




15 

5 N- [2-(kFD+ 3^) 7 U ~JM T-fe I- 7 5 h* £ 
ffl v>T, HJS^I 6 © 1 ) £ <k 9 £ ^^©SfP^M^fr 5 £1 £ J; D , 

'H-NMR (CDC1 S ) 6 : 1.06 (6H, t, J = 7.0 Hz), 2.60 (4H, q, J = 7.0 Hz), 
20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 
93-94 X: (m&it®m : 

N-[2-[(2, 2, 6, B-fh^^V-l-^'J V-)\>) U 
25 -feh75 F 
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10 




Me 



■H-NMR (CDC1 3 ) 5 : 1.03 (12H, m), 1.50-1.73 (6H, m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7.57 (2H, m), 7.93 (1H, d, J=8.8Hz), 8.00 (1H, d, J=8.8Hz) , 
8.06 (1H, d, J=8.8Hz), 8.27 (1H, d, 1=2. 4Hz). 
###| 1 4 

2-(4-^DD7xn;i/)-5-^JW^^>'-l,3-> ? ^-^> 



Q COOH 



1) p -^DP^>X7^xt:H (3.2g, 22. 7mmol) , fcTX (fcFD*^ 
YD^Xf;!/ (5.0g, 22.7mmol) £«fctfp- h)UX>7>)Vft>&. 

1*^(0. 44g, 2.3mmol)<Z)h^X>(70ml)M^, Dean-Starkfl£7,kgB£ 
"Z>Wt 200ml tX77X3*T2 ttmttftXttLfc. RJKJW*ft»3Wfe, » 
15 $X3MI/£100ml»U lN#*fc?"l\UtfA (50ml) , * (50ml) , ffi 

(soil) T!«*«e»» mr?#*i'?j*?t&i&hrzo mmrmrn^ 

-Ktxf;v= 4 / 1 ) £ft IsfetMfli t ^ 2 " < 4 "^ uuy x-;W-5, 5'- 
5?AJ^lb+->-l,H?W> (5.9g, 76%) fc#fc. 
20 'H-NMR (CDC1 S ) 6 : 1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4.13(2H, 
dd like), 4.20(2H, q, J=7.2Hz), 4.33(2H, q, J=7.2Hz), 4.85(2H, dd'like), 
5.46GH, s), 7. 32 <2H, d, J=10.2Hz), 7.38(2H, d, J=10.2Hz). 
Hftjft : 54-55 °C 

2) ffiBl) 2-(4-^ Dn7xX;W-5, 5'-i?*Mxh^v'-l > 3- 
25 i?*tt> (5.8g, 16.9 mmol) £ 90%X^-;U 60«1 KJS#U £nfc* 
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KflS*U9A <3.8g, 67. 7mmoI> 3 BtFiM&Miftkfc. MffiT&ig 

5 5'-^JV^->-l, 3-^ W> (4.3g, 82%) 

'H-NMR (CDC1,) 6 :3.99(2H, d, J=12. 2Hz), 4.50(2H, dd, J=4.6Hz, 12.2Hz), 
5.42(1H, s), 7.35(2H, d, 1=9. OHz), 7.42(2H, d, J=9.0Hz). 
M& : 164-165 *C 

3) MIH2) T#^:2-(4-^OP7x-;W-5,5'-^;i/^^-l,3-^ 

10 =HJ-> (4.3g. 15mmol) <hh'Jx^;V7S> (20ml) lBOTHM 
^WMhlt. RJ^fcttETWMfc S3S5?I^x-fJI' (200ml) £ 

^;W«F«T«c#L, ^^fc£bT®3E4b£«K3.09g» 85%)£#fco 
16 FAB(pos): 243 [MH] * 
MA: 183-184 TC 
#^0<J 1 5 

6-(l-kf^U i>Z.)V*9-M*7* l/>-2-75> 




20 ##^3T#fetert-^;V 6- (l-K^U^JM^JP)-^^^*- 
A*^-h (710mg, 2.09mmol) *hU7JW*afffi| (10nl)£8flU 1 
Wit RJfi*fcJteT*»U i^CSili^ (BOW)**!*., ft 
K*U«>A*»a(50il)» &*n&&7K(50ml)T&#&, fcJEFRMBU gjg 
4b£$> (420mg, 1.75rao]>&&«fif8ftfcLTf*fc. 

25 'H-NMR (DMS0-d t ) 6 : 1.38 (2H, n), 1.48 (4H, b), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6,90 (1H, dd, J=8.5 and 2.0Hz), 7.23 
(1H, d, J=8.3Hz), 7.43GH, d, 1=8. 5Hz). 7.46 (1H, s), 7.54 (1H, d, 
J=8..5Hz). 
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1 6 




, Me O r, 

Me^O"%^ 
H 

1 CD 2)Tf#fc tert-73Ml' 6-(t b*D^>?WU)-2-^:7^#- 

'H-NMR <CDC1 3 ) 6:1.08 (3H. s), 1.10 (3H, s), 1.34 '(SB. m), 1.55 (12H, 
m), 2.53 (2H, n), 3.92 (ZB, s), 6.58 (1H, brs), 7.30 (1H, dd, J=2.2 and 
8.8Hz), 7.45 (1H, dd, J=1.5 and 8.5Hz), 7.71 (3H, i), 7.94 (1H, brs). 
###| 1 7 

Me 




25 



H 2 N' ^ ^ Me* 
##0U 6 7?#fctert-^;i/ 6-[(->*-2, B-S^SSfl'-l-lWJ 

'H-NMR (CDC1,) <5;1.11 (3H, s), 1.13 (3H, s), 1.32 (3H, a), 1.56 (3fl, 
nO, 2.52 (2H, ■), 3.78(1H, brs), 3.9K2H, s), 6.92(1H, dd, J=2.4 and 
8.7Hz), 6. 96 OH, m), 7.380H, dd, 1=1. 5 and 8. 3Hz), 7.5K1H, d, J=8.3Hz), 
7.63(1H, d, J=8.5Hz), 7.68(1H, brs). 
1 8 

6- (i - tf o u s J—&* irizv y-i-y 5 > 

jccro 



WO 01/82925 



99 



PCT/JPOl/03614 



'H-NMR (DMSO-d,) 6: 1.81 (4H. m), 2.56 (4H, id), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1, 8.4 Hz), 6.97 (1H, d, J = 2.1 Hz), 7.38 (1H, 
dd, J = 2.1, 8.4 Hz), 7.55 (1H, d, I = 8.4 Hz)," 7.61-7.64 (2H, m). 
##03 1 9 

6-[(2, 2, 6, 6-t- h5;WM-fcWJ 5>=>W ^WW-2-^7* l/>75 > 




Me 

mm 1 © 2)T?#fc tert-7^ 6-(t HP^i/^5 i ;W-2-^7^*- 

•H-NMR (DMSO-de) 5 : 1.02 (12H, s), 1.57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6.98 (2H, m), 7.41-7.54 (2H, m), 7.63 (1H, d, J =8. 4 Hz), 7.76 
(1H, s). 
##$1 2 0 

15 N-[6-[(SM VZfU M)V7^ /) h*n*^-2-* 
3\)l/7n/1>75 P 

Me 

o i^yY^i^" 9 

1) 6-(kKO=lr^^W "2-^*7 1 — ^ (500mg, 2.87mmol) 
JW7-feh75F (4ml) »ttfc*»<W-HJ2A (344mg, 8-61mmoI) Sill*.* 
20 1 mmm&htz. l-7v*rl-*W?*n>7$ Y (1.43g, 8.61mmol) £3 
■XtlftU^A (476mg, 2.87imol) fcitJ*, 16 Wlffll^^fc. 

V^Ptf;VX-x;i't«fcO^^*tbT, 2-[[6-(h *u**s*?M-l-1- 
26 7^W**v]-2-;WW7'PA>75 F(506mg) 
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'H-NMR (CDCI3) 6: 1.61 (6H, s), 1.85 (1H, t, J = 6.0Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br), 7.16 (1H, dd, J = 2.4, .8.7 
Hz), 7.28 (1H, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) IMB1) T#&nfc2-[[6-(hHP^->^^)-2-^-75 1 ;W^ 
•>]-2-^^D/t>7SH (200mg,0.771mmol) ©3?^^*^A7SH 
(2. 3ml) t 1, 3-7*3Ml/-3, 4, 5, 6-fh7t H P-2 (1H) - tf <J 5iV>' 
(0.23ml) &mZ7KM<ki-hV9J± (68mg, 1.70mmol) lOOTCTlBf 

;PX-t-;V : ^U->=1 : 1 fcckD&r&ffcfctLT, 2-th*D^v'-N-[6-(h 
^U^^)V)-l-iry^)V\-l-^)Wun>7^ (50mg) 
3) flflB2) T#e>n/c2-hHP^~>-N-[6-(bKD^>'^5 1 ;W-2-^-7 
15 ^;W-2-^^ya/1>7^ P (lOOmg, 0.386mmol) fcESjIfclft* (192mg, 
0. 578mmol) ODi^ P P ;* $> > (2. 3ml) h U 7 i-MX 7 A > (1 2 lug, 
0.463mmol) fcDP*., £fiTM l$K«#bjfc. TO^7M^7i.^D7 

ftfc5^f y7*DfcW75> (3ml) SfttfU 80101? 16 «ffl»^bfc. 1 
20 BfcfcifcfrU ^x^x-^TSftm #Rfcift»;frU 

*<tbT, «IBft:^«l (58mg) 
25 'HNMR (CDClj) 6: 1.05 (12H, d, J = 6. 6 Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (IH, d, J 
= 2.2 Hz), 8.79 (1H, s). 

mm 21 



20 
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K7;Pxb H (3. OOg, 16. lmmol) t tf P U i?y (2. 69ml, 
32.2mmol) o"x h^fc FD77> (32ml) £R» (16ml) flSFttth'J7-feh 
^vkFPJfc^^HJ.^A (6.83g, 32.2mmoI) & 0'CTJD^> Sffl"C7l^ 

5 mmwistz. »»€»et«*u »6nfc»«*icisjit«ftip^ s> 

Lfc. M£$BETi£8§LT, ^Mfb^tJ (3.89g) 

'H-NUR (CDClj) 6: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H, 
10 s), 7.13 (2H, m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
#=£$12 2 




m . ■ HBr 

2 1 T#e>nfe l-[(6-j* h^/-WWW^^] tf P u 5» 
15 (3.63g, 15. OmmoO 0 48*&ft;**HS (75ml) 100Tnf6B#|Sja#b 

< y (fjpx-wi5fe#^t> mmit^m (2. 45g) s&fit&*£ lt# 

'H-NMR (CDC1 S , free base) 6: 1.80 (4H, a), 2.71 (4H, m), 3.77 (2H, s), 
5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, J = 2.6, 8.8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8.8 Hz) , 8.56 (1H, s). 
##^2 3 

2-/^;P-l,2,3,4-xb^tiKP^>7[b][l,6]^75 1 U^>-8-7S> 




N 

HjN' ^ ^ ^ Me . 

25 1) 2-75 y-5-nhP^>X7;PxtF (1. OOg, 6.02mmol) <h l-*3=- 
;l^-4-H^U^y> (0.89ml, 7.22mmol) ©X^/-;i/ (108ml) &$£4ft 
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5 sj-f y fu e^x-y^fcJ:0«*fcbT, 2-;WW8-~ h o-l. 2, 3, 4-ef 
h7tKD^;[b][l,6]WJ^> (430mg) 

'H-NMR (CDCg 6: 2.55 (3H, s), 2.92 (2H, t, J = 6. 0 Hz), 3.32 (2H, t, 
I = 6.0Hz), 3.82 (2H, s), 7.96 (1H, s), 8.10 (1H, d, J = 9.0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (1H, d, J = 2.7 Hz). 

2) mm) T#fc2-^^-8-^hD-l,2,3,4-?h^tHD^>^ 
[b][l,6]^7^U^> (413mg, 1.70mnol) t\W*7i?VJ*-&£<0*9/- 

)v (9.5mi) mmm^ymmm^rx^mmmwvtco ttttft«»i*fe 

(315mg) 

'H-NMR (CDCg 6: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
J = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (1H, d, J = 2.4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7.80 (IE d. J = 9.0 Hz). 
##0 S 2 4 

[5-[(4-^n^>i ? )V)^> / ]-lH-l' > H-;W2->f M *9 J -ft 



10 



15 



20 



H 

•N 



1) X^JW 5-t:HD^r^-lH-<>p-^2-^;^^>'I/-^ (508mg, 
2.48mmol) > l-^Dt-4-(^n^^5 : JW / <>t , > (681mg, 2.72mmol) tfik 
m* ] )V& (684mg, 4.95nnnol) ©7-fc 1>X MJ;P (12ml) »«£8<TCT?3 

fc<k0ttfibT» ^V^Dtr^X-x^CfcO^ftl/T, X^b 5-[(4-^ 
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□ ; E^>^W t^^-lH > H-JM-jlJ W- h (565mg) 

'H-NMR (DMS0-d6) 5 L33 < 3H » [ > 1 = 6 - 9 Hz) ' 4 ' 32 (2H ' l> 1 = 6,9 Hz) ' 
5.08 (2H, s), 6.98-7.04 (2H, m). 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 
J = 8.7 Hz), 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H, d, 1 = 8.4 Hz), 11.77 



2) mmi) T*wt>wtx-?)v 5-[(4-^p ; e^>^;w^v']-ih-i > > 

^j^^^^U-h (300ig, 0.802iranol)©-rh^t:b*P^^>(4ml) 
^fc> 0W7kmiW?- 1 5&7)^~VjU (60.8mg, 1.60mjnol) £i0;L> 1 

^yypHjvx-x;vt^W>t«t^^*^^ (219ing) *• 

•H-NMR (DMSO-dg) 5: 4.55 (2H, d, J = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 
•t, J = 8.4 Hz), 6.16 (1H, s), 6.74 (1H, dd, I = 8.8, 2.2 Hz), 7.03 (1H, 
d, J = 2.2 Hz), 7.20 (1H, d. J = 8.8 Hz), 7.41 (2H, d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s). 

mnn 1 

4' -V D o-N-C6-[(N, N-v*3Vl"7 5 J ) *?M-2-j-y?M Cl. • 1' -If 



mmiX'Wc \eri-7?)V 6-[(N,N-^^^7$y)^5";W-2-^75 1 
M-n*-b (237 mg, 0.789 mmol) £ HJ t7Jl/:*Dft& (4 ml) fc*# 
25 U £»Tll$Ma8£»» *«E*«fiETK:»»b&. a*fcI»xWk ft 
K*U^A*«**fti^ f^x^T&tBLfc. ttffl»*iSft<afl*Tift 
#U i7«tbU^AT«« «ETfc**8tfc. »&ftfc»3fc 4'- 



5 (1H, s). 
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Zau\i7x.~)ljjM>M (184 mg, 0.789 mmol) t~s*J-)V7^ / tfU 
~J> (96.4mg, 0.789 mmol). £ N.N-^pWN^ATS F (4 ml) izWMV, 

*.lfcT\z i-x^;W3-(3-v^^Jl/7^yynfc!;W-*;i/^^5 

(151 mg, 0.789 mmol) £in*.> ^T16^F^#bfc 0 K«»^X? 

-fv^D^x-f^ (i :-5) (Du^mm^^^itu mm^sm (207 

mg) £S£i|ft*£LT#fco 

'H-NMR (DMS0-d 6 ) 6 : 2. 19 (6H, s), 3.53 (2H, s), 7.45 (1H, d, J = 8. 4 Hz), 
7.58 (2H, d, J = 8. 4 Hz), 7.73 (1H, s), 7.85 (7H, m), 8.12 (2H, d, J = 
8.4 Hz), 8.45 OH, s), 10.49 (1H, s). 
FAB(pos) : 415.2 [M+H]* 
MM.: 230-231^ 

$mw 2 

4'-^DD-N-[6-(l-tfDU> ? x;i/^^;W-2-^75 1 ;l'] [1, l'-b'7iX 



#%M2T#fc tert-^;P 6-(l-fcfPU^x;!/^^;W-2-^7^;^- 
A*;<-M387 mg, 1.19miol)> 4'-^nnt*7x^WJ^>i (112 mg, 
0.482 mmoD^WT, iPI^M^ff^eitfC^O^^tl 
(212 mg)£a^*£LT#fc„ 

'H-NMR (DMSO-de) 5: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.46 (1H, 
d, J = 8.4 Hz), 7.57 (2H, d, J = 8.4 Hz), 7.75-7.89 (8H, m), 8.12 (2H, 
d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
FAB(pos): 441.1 fti+H] + 

m^C: 214-217'C : »®X3MV—>f 77n t°;Vx-^) 
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13 

[6- (1- 1:^ U i?-)V* 9-M 7 [1 , 1 ' -tf 7 x: 




a" 

h (100 mg, 0.42 mmoDt ^DDk'7x^V*iV^>SS (116 mg, 
0.49 mmol) Zm*T.%MM 1 £l31§©i&f££fT5 ££££D«te£$Kl03 
mg)£efc^£l'Tf#fc. 

'H-NMR (DMSO-dg) 5: 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
(1H, d, J = 8.4 Hz), 7.58 (2H, d, 3 = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
MA : 220-222"C (^HfttgiK : ffiWLX.?-)V~ 3M V 7 P t?;l/X-T-;V) 

N-(4-7*D*7^-;w-6-[(^^^y5 y)^^;W-2-^-7 h75 H 




15 

##«4T#fc N-(4-^P^7x-;W-6-(k HP^^^W -2-^-7 f 
7$ H (349 ig, 0.980 mmol), HJx^VT^ >(0. 164ml, ; l.l8mmol)£N,N- 
i?;*3^>^*;^A73• F(5 mi)k:&^ fcftT&fc^^^xMo.OH 

ml, 18imol)^JD^,30M^L/fe 0 ^^fc^^7S>im^(160mg, 
20 96 mmol) U ££(406 mg, 2. 94 mmol) £JP;L 60101: 16 Ptfe1ii#b 

25 'H-NMR (DMSO-dj) 6: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, i), 7.81 (2H, 
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d, I = 9.0 Hz), 7.87 (1H, s), 8.00 (3H,m), 8.54 (1H, s), 10.52 (1H, s). 

mmi 5 

H-U'-p pp [1, l'-H7x-;W-4-f ;W-6-[<fcH-3>;WI'75>') 



«M 4 T#fc N- (4-7 P ^ 7 xx;V0 -6- [ (>>* 3^7 5 /) * -2-?- 



mmol), 2^^m^hU7A(0. 668 ml, 1.34 ramol) b*;>X#> (3 

Hi) b 7 1> a 7 7 xo. 3 ni) ©^itt:i», ^mnm^rfs f-h 

10 7xX;i/*7.7^ >/l7^t7A(11.6 mg, 0.01 mol)£ilD;L* 90X: 

£S^X3^tiMV7W;VX-:rJU (1:3) 0ig£i&»<bJS§il<fcU 

15 mmc&m (42 mg) lt##: 8 

'H-NMR (DMSO-ds) d: 2.21 (6H, s), 3.59 (2H, s), .7.51 (2H, d, J = 8.7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 
ilLft : 240-242X; 

20 MMM 6 

4'-^pp-ff-[2-[(N,N-^^^7^y)^^-;w-6-^y ux;w a, r-tr 



1) ##0>j5m£N-[2-(t: HP^^?;W-6-^y Ux;WT-fehT5 




.Me 



5 



7 b75 K(128 nig, 0.334 mmolK 4-7PP7xx;i/#P>^.(62.7 mg, 401 
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H (92.3 mg, 0.427 MOl) " h U X^V7 5 > (0.0712 ml, 0.512 mmol) 
&K,tt-V*?)V&)l'&T$ K(2 _jnl)fc»#U fc&T, Jttffc* * ✓'XJl'*- 
Jl/ (0.0396 ml, 0.512 mmol) <&bn*, 3 0»lfc. EfSfcCS?*^ 
75.>mM& (69. frig. 0.854 mmol) £gfflfc&U9A (177 mg, 1.28 mmol) 
6 • £jta** 6 0"CT1 6i$K8t#bfc. S^cMSI^U^AtK^^JD^ 

^^;w-6-4=-/ ux;ny-feh75 h (71.9 mg) ^mvtmt\yxmc 0 

10 'H-NMR (CDCI3) 6: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 Hz), 8.31 (1H, 
s). 

2 ) mm 1 ) T'#fc N- [2- [ <N, N-^ 5\>V7 5 / ) * -6-* 7 U x;H 
7-feh75 H (1. 9 mg, 0.296 mmol) 0.5 ml) fcJg#U HOt 

(68.8 mg, 0.296 mmol) &$>pWK75 ^ tTU V> (36. 1 mg, 0.296 
mmol)SN,N-> f ^^;i'*;t'A75 h*(1.5 ■DfcftMtU &#T, l-X^;U-3- 
20 (8-5>*3M1/75 / ^n^)-**#J?-f S h'iit (56. 6 mg, 0. 296 mmol) 

25 X-x;W (1:5) #&l§afcU &gfc£* (60.6mg) l/t 

'H-NMR (DMS0-d 6 ) (5: 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz),. 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz) { 8.29 (2H, d, J = 
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8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 (1H, s). 
FAB(pos) : 416.1 [M+H] + 
lt£ : 219-221'C . 
«f!l7 

4* -7 ;i/^D-N-[2-o-fc!P u v-frtf-M-tts u [1. 1' -t'7i 



i) ##«5-e»/tN-[2-(ti«n*5/^g t ;w-6-*/u^;WT*fehTs 

10 N-[2- (1- tf P U P~)l>* W> -Mr >> U =->M 7-fe b T 5 H £ aft*»* 1 1 

'H-NMR (CDCl,) 8:1.85 (4H, m), 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (1H, s), 7.98 (1H, d, J = 9.0 Hz), 8.07 (1H, d, J = 
8.4 Hz), 8.29 (1H, s). 
15 2) mm 0-C*fc N-[2-(l-HD U 9Zfr*TM-*r*/ 'J =iWT* h 

'H-NMR (DMS0-d 6 ) 5:1.76 (4H, ffl), 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 

m), 7.59 OH, d, I = 8. 4 Hz) , 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 

20 d, J = 8.4 Hz), 8.54 (1H, d, I = 2.0 Hz)., 10.61 (1H, s). 

FAB(pos): 426. 1 [M+HT 

MA : 190-193X3 : 1»X?*-5M y^DK)H J fM 



4' p a-N-[2-(l-HD U y^MfiW-C-^; U x;W [1, l'-tf 7x-- 

25 ;w-4-*;^*U-5 F 
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mmm 701) n- [2- a - tr □ u ^-ji^ -6-* y u 7-t b 

5 'H-NMR (DMSO-d„) 6: 1.77 (4H, m), 2.65 (4H, m). 3.98 (2H, s), 7.59 (3H, 
m), 7.59 (IH, d, J = 8. 4 Hz) , 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 OH, 
d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 442.1 [M+H]* 

M& : 200-202X3 (M&mM - RBfcX3\>I/-SM VJuWH-^M 
10 %1ISM9 

4'-7;^p-N-[2-(i-tf^'J^n;M^;i/)-6-^/'Jn;W[i,i'-b*7x 




1) ###j5T#fcN-[2-(fc HP^^^^;W)-6-^r / U=JM 7"feh7S 

N-[2-(l-t?^U V-fr^M-S-* / U=;M 7-fe h75 KSBfitfr**: L 

■H-NMR (CDC1 3 ) 5: 1.47 (2H, m), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
1), 3.83 (2H, s), 7.55 (1H, dd, J = 2. 4, 9.0 Hz), 7.60 (IH, s), 7.67 (1H, 
20 d, J = 8.4 Hz), 7.98 (1H, d, J =9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(IH, d. J .= 2.4 Hz). 

2) taiBi) T#&H-[2-o-e^u^;M^;w-6-^y u~;M7-feh 
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'H-NMR (DMSO-dj) <5 : 1.44 (2H, m), 1.56 (4H, m),. 2.50 (4H, i), 3.77 (2H, 
s), 7.35 (2H, ■). 7.60 (1H, d. I = 8.7 Hz), 7.81-8.14 (8H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8. 54 -OH, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos) : 440.2 [M+H? 
5 M& : 202-204T: OSAftft* : »BSX3^- V 7*D K^X-^) 

mm 1 0 

4' -9 a P-N- [2- (1-lWJ v-JV^WW HMr / U x;M [1, 1 ' - If 7 xX 

H 



10 



20 




^^J9©l)T#fcN-[2-(l-t!^U^x;V^^;W-6-^yU~;W7-kb 

'H-NMR (DMS0-d 6 ) 5: 1.47 (2H, m), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 
s), 7.61 (3H, in), 7.81-7.90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
15 = 8.4 Hz), 8.57 (1H, s), 10.65 (1H, s). 
FAB(pos) : 456. 1 [M+H]* 

®& : 2U-2131C dtMUHK : IWX^-SMVl/nlflWX-xJW 
4' u P-N-tt-U-t^l) XJM3Ml/)-6-3V U x/M Cl, 1* -If 7 xX 

jw-4-*;v^^s p 

o 




or 

i ) 5 -<r#fc n- [2- ( t h p*»>pWW -e-^y u x;w r-fe b 7 s 

N-[2-(4-*;V*U x;)oWW-6-*/ Ux;W7-feb75 K«ibT# 
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•H-NMR (CDCl,) <5 : 2.25 (3H, s), 2.55 (4H, t, J = 4.5 Hz), 3.75 (4B, t, 
I = 4.5 Hz), 3.81 (2H, s), 7.42 (1H, br), 7.51 (1H, dd, J = 2.4, 9.0Hz), 
7.60 (1H, d, J = 8.4 Hz), 8.01 (1H, d, J = 9.0 Hz), 8.09 (1H, d, I = 8.4 
5 Hz), 8.32 OH, d, J = 2.4 Hz). 

2 ) BtifH 1 ) N- [2- (4-t;U* U ?)V) -6-* J U 7± h 

•H-NMR (DMSO-de) 6 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
10 3.74 (2H, s), 7.59 (3H, i), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8. 4 Hz), 7.97 OH, d, J = 9.0), 8.04 (1H, dd, J = 9.0, 2. 1 Hz), 8.13 (2H, 
d, J = 8.4Hz), 8.30 (1H, d, J = 8.4Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 
(1H, s). 

7nHt##HI C„H 24 C1N 3 0 2 thX 
15 ft-#fil:C, 70.81; H, 5.28; N, 9.18. 
£ttli:C, 70.66; H, 5.31; N, 8.90. 
M& : 236-238'C • (ftBfcKtt : »«X^- SM V 7 □ K)VX-f-)V) 

N- [2- (4-^*11 x;M*;W-Mr/ UxjW [l, r-tf7xn;W-4-*;p 

20 ^5 h* 



h7SF£ffl^T, ^»J6©2) tR|«|0Sf^SfT5c:i:fcJ;D, «HflS 

'H-NMR (DMSO-d.) 6 : 2.47 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.44 (1H, ffl), 7.53 (2H, m), 7.61 (1H, d, J = 8. 4 Hz) , 7.78 
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(2H, d, J = 7.5), 7.88 (2H, d, J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd, J = 9.0, 2.1 Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d, 
j = 8.4 Hz), 8.53 (1H, d, J = 2.1 Hz), 10.59 (1H, s). 

« Ttmmm c^o, -0.5^0 tux 

5 frJMt : C, 74.98; H, 6.06; N, 9.72. 
|M:C, 75.08; H, 6.07; N, 9.80. 
Milk : 214-215'C CHrAftMK : WmP&fr-*M V 7o K/WX-WW 

$mmi 3 

io zjW-^M+D-$ H 



' mm ioi)T#fcN-[2-(4- ; e;w*ux;^5 1 ;v)-6-^>/u-;W7-fe 

15 'H-NMR (DMSO-de) a : 2. 45 (4H, t, J = 4. 5 Hz) , 3. 61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.35 (2H, m), 7.61 (1H, d, J = 8.4Hz). 7.84 (4H, m), 7.96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1 Hz), 8.30 OH, d, J = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59. (1H, 
s). 

20 7G*##tM C n H M FN s 0 2 izVX 

tH¥4l:C, 73.45; H, 5.48; N, 9.52. 
£Hti:C, 73.37; H, 5.36; N, 9.52. 
W&: 211-212-C «l«l:SiX^-^V^^JH-f;V) 

WJ14 

25 6 -(4-^^7x-;W-N-[2-(4- ; e;V*U-JV^5 : -;W)-6-^yUr:;|/]-n 
? >.75 K 
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5 'H-NMR (DMSO-dj) 6 : 2.39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, I 
= 8.4 Hz), 8.01 (2H, m), 8.12 (3H, m), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, J = 8.4, 2.4 Hz), 8.52 (1H, d, I = 2.4 Hz), 9.23 (1H, d, I = 
2.4 Hz), 10.72 (1H, s). 
10 ytmfrtirm C„H 26 N 4 0 2 • 0. 5H 2 0 tVX 

H-^I:C,73.95; H.5.98; N.12.78. . 
^M:C,73. 92; H.5.92; N, 13. 01. 
jgfe£: 214-216*0 (glftii : ^X^V"^ V^n WH-f iV) 

15 N-[2-[(>?^^75 J) >^;W-6-^/ U ~JW [i, Y-\Z 7x~;W-4-;fr 




mmm e o 1 )T#fc n-[2-[(n,n t ^^;p75 j )*3S>w-6-*y u 
r-fehra Httf7x-;^;^>M^ffl^T> ^JS#I6©2) tpgi§©Ji 

'H-NMR (DMSO-dj) 6 : 2. 23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J =9.0 Hz), 8.04 
(IB, dd, I = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8.1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2.1 Hz), 10.59 (1H, s): 
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TtrnftW- C„H 2S N,0 thX 
ttJMt:"C 78.71; H, 6.08; N, 11.02. 
mBM:C, 78.44; H, 6.07; H, 11.01. 
■LA : 191-194*0 (gflrfttfttt : KJPX-^/W 
5 HJS^J 1 6 

N-[2-c(^^ra/)^^;w-6-^/un;w-4 , -7;^o[i,i , -H7 

x-Jl/]-4-*JV^^5 P 



10 



F 




6 © i ) twc n-[2-[(n, N-^^vr s j ) jwm-m^ u 
T-fe b r a t 5 £ ^ D x^;v*;v^ >mzm v>t, 6 © 2 ) 

'H-NMR (DMSO-oV a : 2.23 (6H, s), 3.67 (2H, s), 7.35 (2H, m), 7.58 (1H, 
d, I = 8.4 Hz), 7.84 (4H, m), 7.96 (1H. d, J = 9.0 Hz), 8.04 (1H, dd. 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 (1H, d, J = 8.7 Hz), 
15 8. 52 (1H, d, J = 2.3 Hz), 10.58 (1H, s). 

ttJM:C, 75.17; H, 5.55; N, 10.52. 
SII:C, 74.89; H, 5.60; N, 10.52. 

205-208-C dlAftMFtt : fftX^!/-^ V7uWVX-7>)V) 

20 mmm 1 7 

N-[2-[(^^^75/)^^;w-6-^yux;w-6-(4-^^7xx;wn 



Me 




mm 6 © 1 ) N- [2- [ (N, N-^ 5MP7 5 / ) * -6-+ ^ »J -JW 
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'H-NMR (DMSO-de) 6 : 2.23 (6H, s), 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, m), 8.12 (3H, .m), 
5 8.30 (1H, d, I = 8.7 Hz), 8.42 (1H, dd, J = 8.4, 2.4 Hz), 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz), 10.72 (1H, s). 

Ttmmm cMotvx 

ff#<g : C, 75.73; H, 6.10; N, 14.13. 
n®M : C, 7.5.44; H, 6.19; N, 14.12. 
10 tt£ : 220-22213 : H^X^- *M V 7n tf 

4' -2 D D-N-[2-[(2, 5-^^JWl-tf D U V~)V)*^)V\-t>-3rJ U- 

;i/][i,i'-tf7oix;W-4-^;^^sh* . 

Me 

H 

15 1) |Mr«5T!»fcH-[2-(tHn^^JW)-6-+yyrJW7'feh7 , 5 

N-C2-[(2,5-^^^-l-t!DU^-;W^^W-6-^^ U~;K)7-feh75 K 

•H-NMR (CDClj) 5 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m), 3.98 (2H, s), 7.53 (1H, dd, J = 2.2, 9.0 Hz), 7.69 (1H, d, J 
= 8.4 Hz), 7.80 (1H, br), 7.97 (IH, d, J = 9.0 Hz), 8.03 (1H, d, I = 8.4 
Hz), 8.29 (1H, s). 

2) ItflBl) fife N-[2-[(2, 5-v?^f ^l-t!n 'J y-;W ^fJV]-6- 

25 let o J %m<kGVs*mm*t Lxnit. 

FAB(pos) : 470.2CM+H? 
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nmm?9 ■ 

N-[2-[(2, 5-^^^;M-t!n U V-)V) jWM-MV UrjW-i'-^JM* 



H«J 1 8 © 1 ) N- [2- [ (2, 5->?^ Vf n U v'-Jt') * 3MM -6- 

FABCpos) : 454.2[M+HT 
g«J2 0 

n-[2-[<2, u v^Mtj-M-s-*; u~;w [l, r-t?7 



i 8 © i n-[2-[(2, 5-v^;i/-i-tra u jww-e- 

*y U~;W7-feh75 Kfcffl^T, H^J6©2) tR»©tftf^Sfr5 Zlfc 
15 fc£?k ti^SifetS^ttTifc. 
FAB(pos) : 436.2CM+H]* 
H3S0J2 1 

4- (4-* J- )]>-!- tt* U 5>~;W -N- [2- (1- K n u s?=;m ^JV) -6-+ / U - 



Me 





20 
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'H-NMR (DMSO-dg) 6 : 0.98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, n), 1.8(1 (4H, m), 2.62 (4H, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (IH, d, I = 8.7 Hz), 
7.65 (1H, dd, J =2.4, 8. 7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d, 1 = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429.3[M+H]* 

M& : 200-202*C (&&mU : IWX^/l'- S M V 7n fcUIOL-^W 
H»J2 2 

4-(2-^V-l-tf^U i?~JU)-N-[2-(l-fc!D U S^njV^^WHMr/ »J X 
;i/K>X75 H 



7 o l )T#fe N-[2-(i-trp y s^zjm^iW-mv y 7-fe h 

'H-NMR (DMS0-d 6 ) .6 : 1.84 (4H. m), 1.98 (4H, a), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J = 8. 4 Hz), 7.59 (1H, d, J = 8.4 Hz), 
7.68 OH,, dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 OH, d, 
J = 9.0 Hz), 8.11 (1H, d, I = 8.4 Hz), 8.30 (1H, br), 8.45 (1H, d, I = 
2. 3 Hz) . 

FAB(pos) : 429.2CM+H]* 
25 mi: 210-212-C (&&mm:mtS.?))'- i MV7nW],X-T)V) 

4' D D-N-[2-[[(2R, 6S)-2, G-S^^Wl-fcWJ V—Mt^M-*-* 




N 



16 
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Me 

H 

8 Tt# 5 nfc 4* P P -N- [2- O D ;* ^)V) -6-* / U X 
;U][l,l'-lf7x— ;H-4-^JJl/^it5 H (100 mg, 0.246 mmol)> (2R.6S)- 
5 2,6-^5 i ;Hf^U> ? >(0.331 ml, 2.46 mo 1) tKlfc* U ££(67. 9 mg, 
0.491 nmoDO^^WPArsHd.B ml) «F«S> 80 < C"e3B# ISft^U 

-^t^V^Plf^X-T-;PTlH*tt#UT«fiifl:'&* (65mg) *tfr*£l/ 

10 'H-NMR (DMS0-d 6 ) ^ : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 (2H, d, J = 8. 4 Hz), 7.75 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, I = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 

15 FAB(pos) : 484 [M+H]* 

4' u p-N-[2-[(4-pWP-i-t:^ ^5=-;W-6-^y u =- 
M [i, r-k*7xx;W-4-^;p^-tJ-5 F 

H 

8 Ti# £ tift 4' -2 P P-N- [2- P P -6-^ J U X 
;W [1, l'-t!7xr.jW-4-*;V^^S F£ffl^T> 3 tH»©afP 

'H-NMR (DMSO-d,,) 6 :2.16 (3H, s), 2.35-2.50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H, 
d, I = 9.0 Hz), 8.04 (1H, m), 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8.7 Hz), 8.53 (1H, s), 10.61 (1H, s). 
FAB(pos) : 471.2D4+HJ* 
5 tt£: 21 5*0 (ISiMlS«f«:i»X^-^y^Dtf;VX-T' 

* ;W 

4' n D-N-[2-[(2-^5 i ;i'-4, KD-1H 

;W _ 6 .^/ ij [i, l' -tf7xn;H-4-*;i/^U-s H 



8 T?#e>nfc 4' a n-N-[2-(? d d ^^;i.)-6-^y u ~ 
m [i, r-if 7i^w-^ii'#*ts t*s/Bwr» h^j 2 3 tra»©awp 

'H-NMR.CDMSO-dj) 6 : 1.97 (3H, s), 3.21 (2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t. 1 = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d, J = 8.4 Hz), 7.58 (2H, d, J 
= 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.97 (1H, 
d, J = 9.0 Hz), 8.07 (1H, dd, J = 9.0, 2.1Hz), 8.13 (2H, d, J = 8.4 Hz), 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2.1 Hz), 10.63 (1H, s). 
FAB(pos) : 455 IM* 
20 ^1i6f!l2 6 

4' O □ -N- [2- (1 , 3-^T V U S> >-3--f )V* -6-* / U [1 , r - 



Me 



10 
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mm 8 T#e>nfc 4' -t> p p-n-[2-(* uu*?-)V)-s-*; u ~ 
;W [i. r-if7xn;v]-4-*;i/#^U-5 h*£fflv>Ts ^»J2 3 ti^TOW 

'H-NMR (DMSO-dg) 6 : 2.94 (2H, t, J = 6.0 Hz), 3.12 (2H, t, J = 6.0 Hz), 
5 3.78 (2H, s), 4.09 (2H, s), 7.58 (2H, d, J = 8.6 Hz), 7.70 (1H, d, J = 

8.0 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 

m), 8.14 (2H, d, J = 8.6 Hz), 8.34 (1H, d, J = 8.8 Hz), 8.56 (1H, s), 

10.63 (1H, s). 

FABCpos) : 460 [M+H]' 
10 *Jfefl2 7 

4* D P-N-C2-[(2, 2, 6, 6-t ^^WM-fcf^U ;WW-Mr 
J U [l, 1' - H7xrJW-4-*^#*U-3 H 



15 




CI' 

mm 8 T-#6>nfc 4' P P-N-[2-(* a U*?)V)-l-*J u ~ 
;i/][l,r-E7x^;W-4-*;^+U-5 F£/8V>T»^iSfll2 StBtt^ftfti 

•H-NMR (DMS0-d 6 ) a : 1.02 (12H, s), 1.56 (6H, m), 4.01 (2H, s), 7.59 (2H, 
d. J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, i>, 8.13 (2H, d, J = 8.0 Hz), 
8.27 OH, d, J = 8.8 Hz), 8.51 (1H, s), 10.59 (1H, s). 
20 FABCpos) : 512CM+H]* 

mm\2 8 

4' -V p P-N-C2-CC4-C2- e»J >?n;W-l-tf^7^W ;wm-mv u 
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. 8 t?# e> ntc 4' p p-n- [2- p a * -6-* / u ~ 

5 'H-NMR (DMS0-d 6 ) 6 : 2.36 (4H, n), 3.31 (4H, in), 3,60 (2H, s), 6.43 (1H, 
m>, 6.61 OH, d, J = 8.8 Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7.75-7.95 (5H, m), 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534 [M+H]* 

10 H«092 9 

4' p p-N-[2-[[4-(2-^?;i/7x^;W-l-tf 

j u~;w [i. r-H7xn;w-4-*;v^^^5 h 




8 T#e>nfc 4* P P-N-[2-(£ P P ;WW-6-3V U - 
15 Jl/][l,r-H7xnJW-4-*M^5 Kfcffi^T, «M2 3 t^«©tSWP 

'H-NMR (DMSO-de) 6 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 
m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8. 4 Hz), 7.67 (IH, 
d, J = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 
20 (2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FAB(pos) : 546 QMfl 4 

mmms o 

4' P P-N- [2- [ [4-(3-* ?)V7 x-;W -1- fcf^ U V-M ITM -M 1 
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/ U Z-M [1, l'-tf 7x^;W-4-*Jl/^^5 H 




#*#J 8T#f»nfe 4' n n-N-[2- p n >W]/)-6-3V U - 

'H-NMR (DMSO-d^ 6 : 1.71 (4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 <2H, s), 7.06 (4H, n), 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J = 8. 4 Hz) , 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : .546CM+H] 4 

io mmm 3 1 

[2- [ [4- (4- ^fJV7x rjW * -Mr 

/u-v>WEi,r-H7x^;w-4-*;^^5 h 




###g 8t?#& ftfc 4* □ d-n- [2- d □ ^ -6-^ / u n 
15 jm [1, r-t*7xn;W-4-*;^^5 ptiaw, $%*I2 3 

'H-NMR (DMS0-d 6 ) 6 : 1.71 (4H, in), 2.20 (3H, m), 2.26 (3H, s), 2.96 (2H, 
m), 3.78 (2H, s), 7.12 (4H, m), 7.61 (3H, nD, 7.83 (2H, d, J = 8.6 Hz), 
7.90 (2H, d, I = 8.6 Hz), 8.03 (2H, m), 8.14 (2H, d, I = 8.2 Hz), 8.31 
20 (1H, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 546 [M+H]* 

mmm 3 2 

4' d n-N-[2-[(2-7xrjH, 5-^h F D-1H-^ 5 W~)V-\-< M * 
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cr 




5 'H-NMR (DMSO-dj) <5 : 3.46 (2H, in), 3.82 (2H, m), 4.51 (2H, s), 7.48 (3H, 

m). 7.61 (4H, s), 7.79-8.16 (9H, m), 8. 36 (1H, d, I = 8.8Hz), 8.58 (1H, 
d, J = 1.8 Hz), 10165 (1H, s). 
FAB(pos) : 517[M+H]* 

.0 4' □ D-N- [2- (3, 4- vfc H P-l (2H) -*J U -JM^JW -6-+ /U^ 
M [1, -My xn;W-4-#;Va|^U-$ F 



8 T?# & tltc 4' P D-N- [2- D P * 3\JW -6-4 / U - 



'H-NMR (DMSO-dj) 6 : 2.00 (2H, m), 2.79 (2H, m), 3.55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, n), 6.82-6.94 (2H, m), 7.38 (1H, d, J = 8. 4 Hz), 7.58 (2H, 
d, J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 8.01 
(2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, 3 = 8.4 Hz), 8.55 (IH, 
20 d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 504[M+H] 4 




15 *ft?Z.t\Z&Q, Mfc£«£fcfe»*£UT , #& 
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10 



15 
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mmm 3 a 

4' -2 u D-N-[2-(3, 4-S?h F D-2(lH)~f V*J U U 
njV] [l. l'-lf 7xrjW-4-*^#*U"3 F 



20 




'H-NMR (DMSO-de) 6 : 2.77-2.83 (4H, m), 3.64 (2H, s), 3.93 (2H, s), 
7.03-7.11 (4H, m), 7.57 (2H, d, J = 8.8 Hz), 7.64 (1H. d. I = 8.4 Hz), 
7.82 (2H, d, I = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 8.12 
(2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.54 (1H, s), 10.62 (1H, 

s). : 

FAB(pos) : 504[M+H] 4 
MMM 3 5 

4' na-N-[2-(2, 3-$?t: FP-lH-f > F-;M-< )V*7)V)-b-*rJ U 

-;w [i, r-t*7x^;w-4-*;^^5 f 




8 t# 6 ftfc 4* a d-n- [2- p a ;ww -e-^y y - 

;W[l,l'-lf7xn;W-4-*;^U-^ HSfflViT, 3 

'H-NMR (DMS0-d 6 ) 6 : 2.96 (2H, m), 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7.09 (2H, in), 7.57 (3H. m), 7.83 (2H, d. J = 8. 8 Hz) , 7.89 (2H, 
d, I = 8.8 Hz), 8.02 (2H, ■>, 8.13 (2H, d, J = 8.4 Hz), 8.32 (lH,-d, J 
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= 8.8 Hz), 8.55 (1H, d, J = 2.2 Hz), 10.63 (1H, s). 
FAB(pos) : 490 [M+H]* 

4' D P-N- [2- (lft-f 5 ^/-W-f ;W*3MW-6-*/ U -JW CU' u 
5 b*7x-;V]-4-^3^^SF 



10 'H-NMR ©MSO-de) 5 : 5.49 (2H, s), 6.96 (1H, s), 7.28 (2H, n>, 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H, d, J = 2.2 
Hz), 10.65 (1H, s). 
FAB(pos) : 439 [M+H] * 

15 »J3 7 

4* d p-N-[2-[(4-7xn;wi-tf^^> J -;w *^/w-Mr</ u - 
;M [l, r -H7xrjW-4-AM^5 H 



8 6 ttfc 4* D D -N- [2- p D ^ 5\>l/) -6-* ^ U ~ 

JW [i,i'-tf7xr:;W-4-*;^U-5 Ffcfflv>T, #i«J2 3 ^l©iff 

'H-NMR (DMSO-d,,) 6 : 2.62 (4H, m). 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, J = 7.8 Hz). 7.20 (2H, m), 7.58 (2H, d, I = 8.8 Hz), 
7.69 (1H, d, J = 8. 8 Hz), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, d, J = 8.6 




N 



8 T# £> tlfcA' D P-N- [2- P P ^)V) -6-+ J U ~ 
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Hz), 8.01 (2H, m), 8.14 (2H, d, J = 8.6 Hz), 8.32 (1H, d, I = 8.6 Hz), 
8.56 (lfl, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533 DJ+H]* 

5 ' 4-(4-7MP7xrjW-N-[2-(l-HD U 5>n;W;WW-6-*/ U-iW- 



10 




0mm 9 T-#7t 2-'(l-t!P 'J y^JM^W-fi-*/ 'J -^75 y (500 rag, 
2.2 mmol) t\ZVi?> (0.356 ml, 4.4 mmol)©xh7t Hn7^>^tK 01 
ml)fc. 4-^hP7x=MDn*W-h (488 mg, 2.42mmol)£ 

(11 ml) **n*fc. MT, H#Lft^£> 4-(4-7Mn7 x~;» tf^U v> 
(569 mg, 2. 64 mmol) , 4 M&miti- KU 9 (0. 66 ml) £Jn 

is m^7^5 t a 7 a ^ n7 h ^5 7 ^ - mmmm;nmx.^)V) \z& 

QffiMV. Iff X^V-^-f V^D kVl^x-fJW^M^ (612 mg) 

'H-NMR (DMS0-d 6 ) 5 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.81 (2H, s), 4.34 (2H, m), 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8. 4 Hz), 7.82 (2H, s-like). 8.07 (1H, 
s), 8.14 (1H, d, I = 8. 4 Hz), 8.83 (1H, s). 
FAB(pos) : 433.2EM+H] 4 

MM : 206-207"C (BM,mM : l»X^-^ V7°P fcMl'X-fJW 

4-7xx;i/-N-[2-(i-ifDUe;^;M^;w-6-^/yx;i,]-i-if^y^> 



25 
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9 mtc 2-(l-tf P U i?~Wf-M-ttJ V >£ffl V^Tx 

5 'H-NMR (DMSO-dj) 6 : 1.59-1.85 (8H, m), 2.50 (4H, m), 2.73 (1H, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m), 7.20-7.34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-Iike), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FAB(pos) : 415.3[M+ffl* 

10 : 187-189TC (ItAftttJK : Wm^9-)V- 9 M V*fu M)^-r-)V) 

»J4 0 

4- (4-£ P P 7 x.Zi;W -N- [2- (1- tf P U -6-* / u -1 - 

£^y^>#;i^=ws h 




15 9 T#fc 2-(i-t?p u s?-;ioWW-Mry y ~;kts >&ja wr, 

'H-NMR (DMS0-d 6 ) 5 1.58 (2H, m), 1.72 (4H, m), 1.80 (2H, m), 2.50 (4H, 
a). 2.79 (1H, id), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, m), 7.34 (4H, 
20 m), 7.51 OH, d, J =8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB(pos) : 449. 2 [MUD 4 

m& : 205t: <&m (.m&mm v ?p e;n-r 
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mmm4 1 

4- (4-^ x ~)V) -N- [2- (i- tf p u y-JW -6-* J U n;W -i- 



5 ##^J9T#fc Z-Cl-tfnU^-JloWW-lMV Un;UT5>^^T, 

'H-NMR (DMS0-d 6 ) 5 : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H-, 
s), 2.50 (4H, i), 2.72 (1H, m), 2.91 (2H, m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, I = 8.4 Hz), 7.82 (2H, s-like), 8.08 (1H, 
s), 8.14 OH, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429.30J+HJ* 

: 214-216'C (BB>m® : WSLtt^M fc^X-xJW 

nmu2 



£l» 7 © l)T#fc N-[2-(l-tfn U ^^^^;V)-6-^/ Ux;W7-fe h 

20 m^m^tvxmco 

'H-NMR (DMS0-d 6 ) a : 1.73 (4H, i), 2.50 (4H, m), 3.85 (5H, s-like), 7.10 
(2H, d, J = 9.0 Hz), 7.59 (1H, d, J = 8.7 Hz), 7.98 (2H, m), 8.11 (1H, 
d, 3 = 8.4 Hz), 8.18 (2H, d, J = 8.7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
OH, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 
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FAB(pos) : 439.2tM+HT 

210-C (AM) m^mm:mmx^)V-^VZfU\d)VOL-f- 

N-[2-o-t!ou^;^^;v)-6-^y U-jm [i,i , -fcf7x-;w-4-*;w 



mffim 7 © 1 N-[2-d-t!n u ^-JM^iWHMV U ~M h 

10 t)£&fitft;*;tbT#fc. 

'H-NMR (DMS0-d 6 ) (5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 
m), 7.78 (2H, d, J = 8. 1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8.1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2.0 
Hz), 10.60 (1H, s). 

15 FAB(pos) : 408. 2tM+H]+ 

i8i-i 83*0 mm:mm:wmx-r)v-*Mv'7a&\'X.-T)V) 

6 _ ( 4 _/7 p a y x - ;p) -N- [2- (1- tf D U i?=-)V* ^)V) -6-* y U -M nzi 



7 © i )x*#fc N-[2-(i-tra u s^/M^/w-Mpy u -;w h 

'H-NMR (DMSO-de) <5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 




20 
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i), 8.01 <2H, m), 8.28 (4H, m). 8.48 (2H, m), 9.25 (1H, d, I = 2.2 Hz), 
10.76 (1H, s). 
FAB(pos) : 443.2[M+H] 4 

: 225-227-C OBAflSMFiK : imx?*- 9 M V ?P K^X-^) 

6-(4-7 ;vpra7xn;W-N-[2-(i-trn u s^^ww-ft-^ u =M= 



AIM 7 © 1 ) N- [2- (1- tf P U "6-=¥ / U 7-fe h 

•H-NMR (DMSO-d 6 ) <5 : 1.73 (4H, m), 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
m), 7.60 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, ni), 8.45 (1H, dd, J = 8.4, 2.1 Hz), 8.51 (1H, d, J = 1.7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427.2CM+H3* 

a* : 210-c (mmm ■ wmx?*-?* v?* wpx-^w 



5-(^fJV7x-JW-N-[2-(l-HP U i?~)Vt?M-6-*; U ~;W~P 

20 j-yr^. F 



gjtfl 7 © 1 ratfc N-[2-(l-tf P U S^^JW-M^ U^;W7-fe h 




N 



«J4 6 
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'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.13 (3H, m), 8.29 (1H, d, I = 8. 4 Hz), 8.42 OH, dd, J = 8.4, 2.2 Hz), 
8.51 OH, d, J = 2.0 Hz), 9.22 OH, d, J = 2.2 Hz), 10.73OH, s). 
5 FAB(pos) : 423.2EM+HT 

m& : 207-209-C (SSH.«i& : ft#X3MU- *M V? D fc^X-xjlO 

4" -0 D 0-N-[2-[[4-(4-7;^D^>V r -f;W-l-t!^ , J ^XJWpWW- 

6-^/ uxjw [i,r-tf7xz:;i/]-4-^;v^^5 H 



10 




cr 

###1 8 an £> nfe 4' u d-n- [2- (^pp/ -6-+ J u x 
;W [1, r-t*7xn;i/]-4-*;p^its KSrffiwr, 3 £Rj*©»fe 

'H-NMR (DMS0-d 6 ) <5 : 1.76 (4H, m), 2.28 (2H, m), 2.89 (2H, m), 3.40 (1H, 
15 nO, 3.79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8.4 Hz), 
7.90 (2H, d, I = 8.4 Hz), 8.03-8.14 (6H, m), 8.31 (IH, d, J = 8.6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578[M+H] + 

20 4" -Z D D-N- [2- [[4-(HDP^> 7-f )V) -1- tM 1) * ?M -6- 

*j Ux;W [l, r-k*7x-;w-4-*;^^^$ h* 




#%#J 8 T# £> nfc 4' D D-N- [2- D D * 3^1/) -6-* / U X 

M [i, i*-tf7x-;w-4-A;^ws h^ffl^x> %%m 3 tra»©iSk^ 
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'H-NMR (DMSO-de) <5 : 1.77 (4H, i), 2.28 (2H, m), 2.90 (2H, m), 3.45 (1H, 
m), 3.79 (2H, s), 7.62 (5H, m), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 (1H, d, J = 
6 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 
FAB(pos) : 594[M+H] + 




8 t# ^nfc4'^PD-N-[2-(^pn^ ^iw -6-* / u — 

•H-NMR (DMSO-de) 5 : 3.17 (3H, s), 4.80 (2H, s), 6.62 (1H, m), 6.76 (2H, 
15 d, J = 8.0 Hz), 7.15 (2H, ■), 8.30 (1H, d, J = 8.8 Hz), 7.59 (2H, d, J 

= 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, I = 8.4 Hz), 7.96 (2H, 

m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, I = 8.6 Hz), 8.55 (1H, s), 

10.63 (IH, s). 

FAB(pos) : 478[M+H] + 
20 !l 5 0 

' 4* -t> D D-N-[2-[[3-(4-7JU^O^> S M M~\-\t *U S J~M**M- 
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8T#enfc4'-^DD-N- [2- □ o * -6-^ / u ~ 

■H-NMR (DMSO-dj) 5 : 1.39 (1H, s), 1.73 (3H, m), 2.23 (2H, m), 2.91 (2H, 
5 m), 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H. a), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 578[M+H] + 

mmm si 

.0 4' b P-N- [2-[(4-7x^;Wl-t!^ U pWW -6-*/ U - 

;W [i. r -tf7xn;i/]-4-*;^^U-^ H 




#^0»J 8 T?# & nfc 4' P P-N- [2- n a * -6-# /'J- 

' 'H-NMR (DMS0-d 6 ) 5 : 1.74 (4H, m), 2.20 (2H, m), 2.52 (1H, m), 2.97 (2H, 
m), 3.79 (2H, s), 7.27 (5H, i), 7.58 (2H, d, J = 8.4 Hz), 7.69 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.8 Hz), 8.31 (1H, d, J = 8.4 Hz), 8.54 (1H, 
20 d, J = 1.8 Hz), 10.62 OH, s). 
FABCpos) : 532[M+HT 

msms 2 

l-(4-£ PP7xn;W-N-[2-(l-fc? P U s J-fr*5-M-*-*J U ~;W-4- 
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mMM 7 <d Drntc N-[2-o-tf p y v~)v*^)V)-?>-*; u-;w r-tr h 

5 'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.75 (2H, m), 3.83 (2H, s), 6.99 (2H, d, I = 9.0 Hz), 7.24 (2H, d, 
J = 9.0 Hz), 7.55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, I = 8.8, 2.2 Hz), 
7.90 (1H, d, J = 8.8 Hz), 8.21 (1H, d, J =8.8 Hz), 8.38 (1H, d, J = 2.2 
Hz), 10.26 (1H, s). 
10 FAB(pos) : 449[iMfl + 

' Hft£ : 204-206"C (®m®m : H*x^;V-5M V^D If ;Wx~r;0 
3 

N _ [ 2 _ [ (2-^ >^;u-4, M 5 ^ 




8 x-m 6 nfc 4' - z u p -N- [2- p p ^ g 1 ; w -6-* x 

M [i,l'-H7xr:;W-4-*;i/^1}-5 ftJKM2 3 tmU<o&ft 

'H-NMR (DMS0-d fi ) : 3.22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7. 17-7 ..33 (6H, m), 7.57 (2H, d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8.4 Hz), 
8.25 (1H, d, I = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 
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FAB(pos) : 531 (MP 

. N -[2-(i-tf^y s>=Ww»-Mry Ux;w [i. i'-if7x^;w-4-*;j/ 



1 ) mm 5 T#fc N-[2-(t f a^^^^;i/)-6-^y u -;w 7-t h7 s. 

H £ tf^U ^>*fflViT» HJEtfi! 601) tpg«©«f^€ff O z. t\Z& 

N-C2-(l-fcf^U> ? ^^^)-6-^/ U-;WTirh75 Ffcfcfc. 

'H-NMR (CDCls) 6 : 1.38-1.70 (6H, m), 2.24 (3H, s), 2. 38-2.53 (4H, m), 

3.76 (2H, s). 7.52 (1H, dd, J = 2.6, 9.2 Hz), 7.63 (1H, d, I = 8,4 Hz), 

7.67 (1H, br), 7.99 (1H, d, J = 9.2 Hz), 8.07 (1H, d, J =8.4 Hz), 8.31 

(1H, d, J = 2.6 Hz). 

%mftttte C n H 21 N,0-0.25H 2 OiUT , 

fr#<tt:C, 70.93; H, 7.53; N, 14.60. 

£lfcfit:C, 71.06; H, 7.37; N, 14.62. 

182-184*0 (ttiMttl& : Wm^)V-n^\^» 

2) fiWBl) T#fcN-[2-(l-^U^;M^;W-6-^y UnJWT-feh 
75 h* (4.5g, 16mmol)<hit*t& (70 il) & HOtTC 1 l$F«3iS#Ufc. IStt 

«;»»x^JW K:«kO*»U 6-75/-2-<l-fc^U V~)V*?)V)*; U 
> (3.4g) &»pRfc£b*t#;fc. 

'H-NMR (CDC 1 3) a : 1.37-1.68 (6H,. m), 2.39-2. 55 (4H, m), 3.72 (2H, s), 
3.91 <2H, br), 6.89 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, I = 2.6 and 8.8 
Hz), 7.51 (1H, d, J = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
I = 8.8 Hz). 



5 
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3) |&IB2)T'#fc6-75y-2-(l-tf^'J^-;M^;W^/y> (250 
Eg> l imol), \Z-7x.~)Vj3)V#yW. (220 nig, Unmol) t&tf-JVTSS 
fcfUS?> (150 mg, 1.2 mol)SN,»-^^*^ATSl«(8 ml)K:$fl?U 
fc?$T, WSC (230 mg, 1.2 mmol) £JD*.» 8P3W8l#l/&. K 

ttfiU ff&J^&l&ll'ftU ^Hft-&#J (335 mg) I86-l88'C©^ff 

10 'H-NMR (CDC1 3 ) 5 : 1.38-1.76 (6H, m), 2. 43-2.56 (4H, m), 3.78 (2H, s), 
7.38-7.56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 (5H, m), 8.49 (1H, d, 
J = 2.2 Hz). 

fl-JUt : C, 78.11; H, 6.56; N, 9.76. 
15 mJSM:C, 78.48; H, 6.31; N, 10.00. 

H 

20 mmm 5 4 <0 2)nmt 6-ts y-2-a-t^u 5>=jvjww*^ u 

ViT, g»l54©3) tra«©»fpftfT"5^tK:«kO, aHft^«ft»6 

'H-NMR (CDC1,) 5 : 1.38-1.70 (6H, m), 2. 39-2. 56 (7H, m), 3.79 (2H, s), 
7.30 (2H, d, 3 = 7.6 Hz), 7:56 (2H, d, J = 7.6 Hz), 7.63-7.78 .(4H, n), 
25 7.95-8.07 (5H, m), 8.49 (1H, d, J = 1.8 Hz). 
jtmfttfm (WfjO-0. 2511,0 tLT 
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ftSMI:C, 79.15; H, 6.76; H.9.55. 
£M:C ( 79.38; H, 6.88; K, 9.73. 
H&: 198-200TC (gHM^iM^M 

mum 5 6 




Me-O' 

5 4 ©2)« 6-7 5 y-2-0-tf^U S^***) 3V U 

io ^tuaifc. 

'H-NMR (CDCg 6 : 1.38-1.85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 
3. 88 (3H, s) , 7. 02 (2H, d, J = 8. 8 Hz) , 7. 54-7. 66 (6H, m) , 7. 93-8. 20 (5H. 
m), 8.49 OH, d, J = 2.2 Hz). 
7C*#*ftt C 29 H w NA-0.25H,0£l/t 
15 fHM*:C. 76.38; H, 6.52; N, 9.21. 
$M:C 76.21; H, 6.38; N, 9.32. 

m&: m-mx: (.m&mm : imx3\oo 

6-(4-/7 DD7x^) + [2-(]-^'J V-)V*?-)\>)-*-*J U ^W- 3 
20 3=->7^ P 

O rr^V"^ T 



Cl 




5 4© 2)T?»fc 6-7sy-2-o-tf^y *=yw^»*y y >*ffl 
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'H-NMR- (CDClj) 6 : 1.38-1.80 (6H, m), 2. 38-2.58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7.62-7. 75 (2H, m), 7.84 (1H, d, J = 8.0 Hz), 
7.96-8.18 (4H, in), 8.24 (1H, br), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.45 
(1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.4 Hz). 



WrWW. : C, 69.59; H, 5.62; N, 12.02. 
nWim:C, 69.33; H, 5.52; N, 12.08. 
M& : 215-218*0 : SilfJW 

mmm 5 8 

10 6-(4-^Wx2JW+t2-(l-^'J S?~;M3M»-6-*7 y -3 



^M^i5 4»2)T?#fc6-75y-2-(i-tf^u^;^^;i/)^y v>&m 

15 i*tLTffc. 

'H-NMR (CDC1,) <? : 1.38-1.80 (6H, m), 2.40-2.56 (7H, to), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7.63-7.74 (2H, m), 7.86 (1H, d, J = 8.0 Hz), 
7.93-8.19 (5H, m), 8.29 (1H, dd, J = 2. 2, 8.4 Hz), 8.46 (IH, d, J = 2.2 
Hz), 9.19 (1H, d, J = 2.2 Hz). 

20 : 206-2070 (##) (l&MU** : l»X^) 

FABCpos) : 437[M+H] + 

mmm 5 9 

6- (4-7 JW- a ^ x -Jl/) -N- [2- a- u s? - ;m ?)V) -6-^ / u n 



5 TC^^ffg C^CWfi'O.mfitVX 
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N. 



mmm 5 4 © 2 ) -r#fc 6-7 $ y -2- a-t^ u u >sjb 

$&3^ t ty ~C ^ }fc o 

5 'H-NMR (CDC1,) 8 : 1.38-1.74 (6H, m), 2.42-2.56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7.76 (2H, m), 7.84 (1H, d, I = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, 
d, J = 2.2 Hz), 9.19 (lH, d, J = 1.8 Hz). 

Ttmmm. • o. 25h 2 o tvx 

10 fi-^'.C, 72. 87; H, 5.78; N, 12.59. 
mikU : C, 72.91; H, 5.45; N, 12.75. 

209-2iot: (ftffi (.mimm'.mmx^ji) 

6 _(4_^ h ^^7 X -;i/)-N-[2-(i-tf^U^-;i,^^)-6-^/'Jr:;W- 
15 3^>75 H 



mm 5 4©2)T#fc 6-75 /-2-(l-fcMU *J-)V*?-M*J U >£ffl 
ViT> H»!|5 4(D3) £|fl8©i*fc£fT3J:£fc<fc!K 

20 'H-NMR (CDC1 3 ) 6 : 1.38-1.71 (6H, m), 2:43-2. 56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9. 0 Hz), 7.64-7.73 (2H, m), 7.83 (1H, d, 
J =8. 4 Hz), 8.00-8.18 (5H, m), 8.28 OH, dd, J = 2.6, 8. 4 Hz), 8.46 (1H, 
d, I = 2.6 Hz), 9.17 (1H, d, J = 1.8 Hz). 




WO 01/82925 



PCT/JPOl/03614 



140 



»JMt : C, 73.58; H, 6.28; N, 12.26. 



5 



III: C, 73.56; H, 6.16; N, 12.24. 

ma: 210-21 it: &m, (mimm'.mm^M 
mmmei 

a; -^^;i/-N-[2-a-tfou^;v^^;w-6-^y u-jw [i,r-tf7xn 




KCCro 

H 



Me 



m-mW 7 0 l)T*%tc N-[2-(l-HD u ^n;i/*^;w-6-*/ U -JW 7-k b 

io m^^n^thxntco 

'B-NMR (DMSO-d 6 ) 6 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (1H, d, J = 8.4 Hz), 7.68 (2H, d, J 
= 8.1Hz), 7.85 (2H, d, I = 8.4Hz), 7.95 (1H, d, J = 9.0Hz), 8.04 (1H, 
dd, 1 = 2.4, 9.0Hz), 8.10 (2H, d, J = 8.4Hz), 8.27 (1H, d, J = 8.4Hz), 
15 8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422. 3 IMP 

4 - _^ h^>-N-[2-(l-tfO U 3?x;l/;WM-6-*/ V=M iU V "t'7x 

20 n;W-4-*;v#^s H 



T5HftfflWT, »^J6<D2) hN«©«lfP*ff5c:fcfc:«kD» MMikv 
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'H-NMR (DMSO-dg) 6 1.73 <4H, m), 2.50 (4fl, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz)! 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.95 (1H, d, I = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1, 9.0 Hz), 8.09 (2H, d, 3 =8. 4 Hz), 8.27 (1H. d, J = 8.4 Hz), 
6 8.52 (1H, d, J = 2.1 Hz). 
FAB(pos) 438. 3[M+Hr 

: 197-199t: (ig^lb^ : ffBx^—X V^O tf^X-^) 

4-<4-£ D D 7 xn;W -N- [2- (1- ^ U z?~)V* ?)\>)-b-*J U -M -1- 
10 ¥^)i?>%M**s75. K 



^» 5 4 © 2 ) 6-7 5 / -2- (1- tf^ U 5>XjM 7)V) * J U >£ffl 



15 'H-NMR (CDClj) 6 : 1. 37-2, 02 (10H, m), 2. 38-2. 54 (4H, m) , 2. 63-2. 84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4.36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, m), 
Ttmftft®. C„H 3I ClN 4 0-1.5H 2 0tUT 

20 th^€:C, 66.18; H, 6.99; N, 11.43. 
m&W. : C, 66.32; H, 6.75; N, 11.74. 
MA: 214-217 *C (dec.) (fiiftili : ffllJ^I^X-T*) 
^»J6 4 

4-(4-^^;U7x^ji/)-N-[2-(i-tf^u ?xjv>ww-6-*y ux;w-i- 

25 fc^US^^M^vTS K 




vxmc 
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Me' 

mmm 5 4 02)« 6-75 /-2-a-t^u ?=.fr*9-M*/ u 

5 'H-NMR (CDC 1 3) 6 : 1.40-2.02 (10H, m), 2.34 (3H, s), 2,47-2.83 (5H, ■), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4.36 (2H, m), 6.70 (1H, br), 7.14 
(4H, br), 7.53 (1H, dd, J = 2.2 and 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
7.93-8.10 (3H, m). 
7C*£*HI C J8 H 84 N 4 0-H 2 0tLT 
10 73.01; H, 7.88; N, 12.16. 

H»H:C, 72.68; H, 7.57; N, 12.20. 

204-205 (dec.) dgit^I : SlXf Jh^Xf JH-tM 

4- (4-7 m P -N- [2- (l-Vf* >J v-JW ^;U) -6-* / U XDH - 

is i-tr^y^A^+^ysp 




1 5 402)f#ft 6-T5/-2-(l-t!^U> f -;V^^)^>' 'J >^ 

20 'H-NMR (CDC1 3 ) a : 1.36-2.02 (10H, n), 2.37-2.55 (4H, m), 2.63-2.85 (1H, 
m), 2.94-3.14 (2H, m), 3,76 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7. 11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
Ttmfttfm C„H 31 FN 4 0 • 0. 5H 2 0 t UT 
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fMHt:C, 71.18; H, 7.08; N, 12.30. 
mil:C, 71.13; H, 6.94; N, 12.52. 
gfe£: 203-204 *C (dec.) CfiflMbSFlK : »SlX^^X^X-fJW 

5 4 -(4-^h^7xx:;W-N-[2-(l-^U> J ^^^W-6-^/ , Jx:;W- 

JUXTO 



20 




MeO' 

10 LT#fc. 

'H-NMR (CDC1P 6 : 1.37-2.02 (10H, m), 2.42-2.57 (4H, nO. 2.60-2.80 (1H, 
m), 2.94-3.14 (2H, m), 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 (2H, m), 
6.66 (IH, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 7.50 
(1H, dd, 3 = 2.6 and 9.2 Hz), 7.61 (1H, d, I = 8.4 Hz), 7.93-8.10 (3H, 
15 m) . 

»£: 197-198 "C (dec.) (giM : S86xf;h^X^X-fJW 

mmm6 7 

2'-:7;i/2-n-N-[2-(i-fc^U s^m^WhM^ y [i, i'-e7ix 




Mf9 5 4© 2)T'#fc 6-75 y-2-(l-tf^U S?x:jloWW3V U >£ffl 
•H-NMR (CDCg 6 : 1.40-1.77 (6H, m), 2.47-2. 65 (4H, a), 3.86 (2H, s), 
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7.12-7.54 (4H, m), 7.63-7.78 (4H,-m),. 7.96-8.22 (5H, m), 8.48 (IH, d, 
J = 2.6 Hz). 

UUft : 163-164 *C (£iflM& : mm^)V) 

s 2»,4'-v f 7;^D-N-[2-(i-tf^u v^vt^M-z-*; u~;w [i, r-tf 




io ffifttLxmrc, 

'H-NMR (CDC1 3 ) 6 : 1.40-1.78 (6H, m), 2.50-2.67 (4H, m), 3.87 (2H, s), 
6.89-7.08 (2H, m), 7.38-7.54 (1H, m), 7.59-7.80 (4H, m), 7.96-8. 23 (5H, 
m), 8.47 (1H, br). 
jcm^m C J8 H J5 F 2 N 3 0 • 0. 5H 2 0 t hX 
15 ttJ|Cft:C, 72.09; H, 5.62; N, 9.01. 
£Rtt: C, 71.79; H, 5.59; N, 8.75. . 

]»£ : 181-182 *c (sgiMtM : w»x^;w 

^096 9 

6- (2, 4-> J ^;i/^-D7x-;i/)-N-[2-(i-tf^u^n;M5 1 ;W-6-^/U- 
20 F 
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•H-NMR (CDClj) 6 : 1.41-1.77 (6H, m), 2. 47-2; 68 (4H, m), 3.86 (2B, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (IH, m), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9.24 (1H, d, J = 1.8 Hz). 

5 Ttmmm ww- o.5B,o tvx 

ffl-JMt: C, 69.37; H, 5.39; N, 11.98. 
Hifcffi: C, 69.14; H, 5.21; N, 12.04. 

m& : 182-183 "c m&itmm : B»X^;W 

10 2',4'-^^PP-N-[2-(l-t!^U^-^^^;W-6-+y Ux;W[l,l'-t?7 



##09 1 3 N- [2- [<2, 2,6,6-fh7^ ?)V-l- 1?^ U S?x;W ;* 

15 5ei£:K:«fcO, ^b^^fe^*ttT#^. 

'H-NMR (CDC1 8 ) 5 : 1.40-1.76 (6H, m), 2.48-2. 63 (4H, m), 3.84 (2H, s), 
7.22-7.40 (2H, m), 7.52-7.78 (5H, m), 7.96-8.19 (5H, m), 8.47 (1H, d, 
I = 2.2 Hz). 

Ttmftttfe C :8 H 25 Cl 2 N s 0'0.5H z 0£bT 
20 th^lt:C, 67.34; H, 5.25; N, 8.41. 
|il:C, 67.46; H, 5.20; N, 8.47. 
1Bj&: 210-212 (dec.) (MfcgftK : BI&X^l/) 

4'-7;P^P-N-'[2-[(2, 2, 6, 6-x h^pWl'-l-lMU 5>x;W*3\>W-6- 

25 'Jx/Kl [1, i'-t*7x^;w-4-*;^^^T5 p 



Me 
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mm 1 3 N- [2- [(2, 2, 6, 6-x b 9 * 3\H/-l-fc:^ ij ;» ;* ^ 

5 5 H-NMR (CDC1 3 ) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J = 8.8 Hz), 7. 56-7.76 (5H, m), 7.96-8.17 (6H, m), 8.46 (1H,- d, J = 
2.6 Hz). 

MM. : 229-231 X: (dec.) (e0iM:»il^W 
LO 6-(4-£ na 7xn;V)-N-[2-[(2, 2, 6, 6-x h 7^?;wi-H^'J 5?^) * 



Me 




i 3 n-[2-[(2, 2, 6, 6-x h ^ *3\>wi-t:^U 5?n;W 

15 ^fc^fc&as^^l/Tftfc. 

l H-NMR (CDC1 8 ) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.49 (2H, 
d, I = 8.8 Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8.18 (6H, m), 
8.27-8.38 (1H, m), 8.44 (1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
Ttmttm C 3l H S3 ClN 4 0-H 2 0£bT 

20 ft3WI:C, 70.11; H, 6.64; N, 10.55. 

:C, 70.16; H, 6.59; N, 10.62. 
M& : 258-259 TC Gg|Mfc»« : 
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nMM7 3 

6-(4-j*^7x~;W-N-[2-[(2, 2, 6, 6-r h ^'^JM-IMU 5*r;W * 

- 6-* y u -JW ^?>tsf 




5 ##0U 3 -V%Tc N-[2-[(2,2,6,6-fh7^ ?)V-\- ^ U y^iW * ? 

•H-NMR (CDC1 S ) 6 : 1.05 (12H, s), 1.60 (6H, br), 2.44 (3H, s), 4.10 (2H, 
s), 7.33 (2H, d, J = 8.2 Hz), 7.63-7.74 (1H, n), 7.87 (1H, d, J = 8.4 
10 Hz), 7.94-8.16 (6H, m), 8.25-8.35 (1H, ffl), 8.44 (1H, d, J = 2. 6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 
7tm#ftm C SJ H SB N 4 0-H 2 0«i:bT 
tf-gfl!:C, 75.26; H, 7.50; N, 10.97. 
glMt: C, 74.98; H, 7.44; N, 11.07. 
15 ffl& : 246-247 *C GfiSIMbKft : IWH^) 

4-(HOD7x^)-H-[2-[(2, 2, 6, 6-r h5;WWl-Kiy S?n;W * 



Me 




1 3 Tfftfc N- [2- [ (2, 2, 6, 6-fh7^ ^)V-\- U S?=;W * 5=- 

8 t mmomft&M&fT? zt\z£r), mmit^^M^^thx%tc. 
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'H-NMR (CDCI3) 6 : 1.03 (12H, s), 1.46-2.01 (10H, m), 2.63-2.84 (1H, m), 
2.95-3.15 (2H, m), 4.07 (2H, s), 4.20-4.37 (2H, m), 6.62 (1H, br), 7.15 
(2H, d, I = 8.4 Hz), 7.30 (2H, d, J = 8. 4 Hz), 7.49 (1H, dd, J = 2.6 and 
8.8 Hz), 7.81-8.11 (4H, m). 
6 FAB(pos): 519 MY 

%mm& C 31 H J9 ClN 4 0-0.5H,0^bT 
tr£lfi:C, .70.50; H, 7.63; N, 10.61. 
$m&:C, 70.88; H, 7.79; N, 11.14. 

203-204 *C IllXf Jl-^If JH-fiW 

10 mmm7 5 

4- (4-* :nX;W -N- C2- [ (2, 2, 6, ?)V-\- \Z« U * 

Me 




1 




Me 



mm\ 1 3 N-[2-[(2, 2, 6, 6-5=- h 7^^M-tf^U i>~-)V)*3- 

15 ;W-6-^y Ux;M7-fer-75l*fcJflV*T, *»J5 4<7)2) *«k^*«93 

'H-NMR (CDClj) 6 : 1.04 (12H, s), 1.50-2.02 (10H, m), 2.34 (3H,' s), 
2.63-2.84 (1H, m), 2.94-3.13 (2H, m), 4.07 (2H, s), 4.20-4.34 (2H, m), 
6.59 (1H, br), 7.14 (4H, s), 7.48 (1H, dd, J = 2.2 and 9. 2 Hz), .7. 86-8.09 
20 (4H, id). 

Ttmttm C S! H 42 N 4 0 • 0. 5H,0 1 VX 
frJMI:C, 75. 70; H, 8.54; N, 11.04. 
IBtl : C, 75.57; H, 8.30; N, 11.16. 

: 200-202 *C WAfclftft : IHKx^Jl-^XS^X-xJW 
25 ^»7 6 

N-C2-[(2, 2, 6, 6-7- h 7*?)V-l-W< U 3>x;W *3\>W-6-*> U X 
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M [1. l'-b*7x~JW-4-#;i/#*>'7$ P 




£501 1 3 ante N-[2-[(2, 2, 6. 6-r h ^^^-l-tf.^U *?=JW 

'H-NMR (CDCI3) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 <2H, s), 7.40- 
7.56 (3H, m), 7.60-7. 80 (6H, n), 7.96-8.16 (5H, m), 8.47 OH. d, I = 2.4 
Hz). 

: 200-201 *C (fa&imm : SBftX^JW 
10 2Sfcfl7 7 

4'-^^;WN-[2-[(2, 2. 6, 6-fb7^)W-^'J V-M ;WW-4-* 

j [1, 1 '- tf 7 x W -4-* ->7 5 h* 




Me' 



mm 1 3 ~CWt N-[2-[(2. 2, 6, 6-x h ytWr-l-W) ?~M 

■H-NMR (CDCI3) 6 : 1.04 (12B, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8.2 Hz), 7.63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, I = 2.6 Hz). 

20 Tzmmm cmo'O.swzlt 

frgfit : C, 79.16; H, 7.65; N, 8.39. 
£M : C, 79.21; H, 7.66; N, 8.41. 
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MA : 242-243 "C ffilftil : HKfcX^/W 
»J7 8 

4'-* b^>-N-[2-[(2, 2, 6, 6-x h7*^/IH-tWJ ^x;U) ^WM"6- 



Me ' 



MeO 




##09 1 3 N- [2- [(2,2, 6, 6-fh7^ 3Ml/-l-tf^ U 5>XJW * ^ 

'H-NMR (CDC1 3 ) d : 1.04 (12H, s), 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 
10 s), 7.02 (2H, d, J = 8. 8 Hz) , 7. 55-7. 76 (5H, m), 7.94-8.16 (6H, m), 8.46 
(1H, d, I = 2.6 Hz). 

MA: 210-211 *C C»*Wk»llt : IWIX^JW 

mmw7 9 

4'-7;P^a-N-[2-[(>'X-2, 6-^^;wi-tf^u *?=M*?M-t-*s 
i5 uxjw [i, v-\£yx.^)V]-i-f})Vf^rs. h* 



Me 




##^9 1 1 N-[2-[(^X-2, 6-v^^;M-t°^U 2>x;W ;WM-6- 

20 'H-NMR (CDC1 3 ) 6 : 1.05 (6H, d, J =6. 2 Hz), 1.28-1. 80 (6H, id), 2.51-2.73 
(2H, m), 4.04 (2H, s), 7.17 (2H, t, J = 8.8 Hz), 7.54-7.76 (5H, m), 7.86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 (1H, d, J = 2.2 Hz). 
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7G**H«1 CjAoFNjO-O.SHjOtbT 
. mWm-: C, 75. 60; H, 6.56; N, 8.82. 
^&#:C, 75. 72; H, 6.31; N, 8.72. 
: 187-188 *C GgJHt&& : IffllX^JW 

N-[2-[(^7.-2, 6-$?^^;M-t?^U 5*^W *3\>W-6-3V U. 

;W [i. i»-if7xx;w-4-*;w#*^7S H 

Me 




1 1 T'#fc N- [2- [ (~>X-2, 9\>H-fcM U 5>n;W -6- 

■H-NMR (CDC1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 77 (6H, m), 2.52-2.72 
(2H, m), 4.04 (2H, s), 7.40-7.57 (3H, m), 7.60-7.80 (5H, m). 7.86 OH, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 

15 Ttmmm c ll H ll N 1 o-o.5H I o£i/r 

iMfffi: C, 78.57; H, 7.03; N, 9.16. 
$M:C, 78.36; H, 6.64; N, 9.12. 

bus : 180-181 v (m$k<mm mtx^v) 
$mm& i 

Me 




1 1 Tfcfc N-[2-[(->^-2, e-s^^/M-twJ s^W^WM-fr- 
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'H-NMR (CDCg 6 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1. 80 (6H, m), 2.43 (3H, 
s), 2.52-2:73 (2H, m), 4.04 (2H, s), 7.30 (2H, d, I = 8.2 Hz), 7.55 (2H. 
5 d, J = 8.2 Hz), 7.63-7.78 (3H, m), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17 . 
(5H, m), 8.46 (1H, d, J = 2.2 Hz). 
75*£«Ht C 31 H 33 N s 0- 0.5^0 thX 
ft-glg: C, 78.78; H, 7.25; N, 8.89. 
•«M:C, 78.87; H, 7.08; N,.8.82. 
10 »£: 198-199 -C (dec.) iS«S:IH^) 

4 >_^ ^>-N-[2-[(>-X-2, l-Vt^V^-V^V-M^M-b-*; 
[1, l'-t*7x-;W-4-^M+y75 H 



15 1 1 r»ntc n-[2-[(->x-2, 6-^/^;M-tr^u ;WW-6- 

*/U~JW7-feh75K£JBVvr* #i»J6<D2) tHSlOikfPftff'SCt 

•H-NMR (CDC1 3 ) 5 : 1.04 (6H, d ; I = 6.0 Hz), 1.23-1. 85 (6H, m), 2.50-2.72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H, m), 7.85 (1H, d, J = 8. 4 Hz), 7.90-8.20 (5H, i), 8.46 (1H, br). 
194-196 *C (dec), (ftfiftfctt : ffiftX^W 

mmms 3 

6 _ (4.77 0 p7 i-JW -N- [2- [ ('>X-2, 6-^^JWl- tf^ U v^W ;* ? 

;H-6-^y«j-;W-3^>75H 




Me 



MeO 
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Me 




##00 1 1 T*#fc N-[2-[(->X-2, 6-^^-1-1^1) *5P;W-6- 
U 7-k h 7 5 H V>T, H^M 6 © 2 ) t ^©^*ff 5 £ £ 

5 'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.27-1.76 (6H, m), 2.51-2.76 
(2H, m), 4.03 (2H, s), 7.47 (2H, d, I = 8.4 Hz), 7.70 (1H, dd, I = 2.2. 
and 8.8 Hz), 7. 76-7.92 (2H, m), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (1H, d, I = 2.2 Hz), 9.19 (1H, d. J = 2.2 Hz). 
TtmfrW C„H 29 C1N 4 Q • 0.511,0 tLX 
10 ft^g:C, 70.50; H, 6.12; N, 11.34. 

70.58; H, 6.06; N, 11.14. 
217-219 X: (dec.) : fflltX?)V) 

6- (4-^ ?)V7 xn;W-N- [2- [(v-x-2, 6-i?^^;wi-t!^ y * ^ 
is ;H-6-^/UrijW^a5 1 >7$H 



Me 




##01 1 1 TWc N-[2-[(->X-2, B-^^WM-fc! <U *?M-6- 

20 'H-NMR (CDCl,) 6 : 1.04 (6H, d, J = 6.2 Hz), 1.28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7.69 (1H, 
dd, I = 2.2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd, J = 2.2 and 
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20 



154 



8.4 Hz), 8.43 OH, d, J = 2.2 Hz), 9.18 (1H, d, J = 2.2 Hz). 
«£: 225-226 *C (dec.) (l&Afc** : l»X^;W 

nnm 5 

4- n p 7 x-JlO -N- [2- C (->x-2, 6->*^ tf ^ U ^x;v) ;* 5^ 




##0|J 1 1 TTfcfc N-[2-[(^X-2, 6-$?* W-l-fc^U y^)^^W-6- 

u T-t f vix, mmm 5402) 3 8 1 m 

'H-NMR (CDCI3) 5 : 1.04 (6H, d, J = 6. 2 Hz), 1.23-2.02 (10H, n), 2.50-2.83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4.20-4.37 (2H, m), 6.64 (1H, 
br), 7.15 (2H, d, J = 8.4 Hz). 7.30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
j = 2. 2 and 8.8 Hz), 7.79 (1H, d, I = 8.8 Hz), 7.88-8.08 (3H, m). 

196-198 -C (dec.) OMfflft* : ISlX^l^X-fJW 
f!«8 6 

4-(4-^^7x^)-N-[2-[(v'X-2,6-^^^JV-l-t^U^;W^^ 

Me 




mm 1 1 n-[2-[(vx-2, g-swjm-eiu s>=*> ^^;w-e- 

'H-NMR (CDC1,) 6 : 1.04 (6H, d, J = 6.0 Hz), 1.20-2.03 (10H, i), 2.33 
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(3H, s), 2. 50-2. 82 (3H, m), 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 



(2H, m), 6.70 (1H, br)v 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, J = 8.8 Hz), 7.95-8.15 (3H, m), 

5 H"gM:C, 73.74; H, 8.25; N, 11.47. 
Hifcffi: C, 74.12; H, 8.05;' N, 11.82. 
MA : 177-178 <C (dec, : JH-fJW 

4- (4-7 M O 7 x~;W -N- [2- [ ( v-X-2, 6-5?* tf ^ U V—M * 



###J 1 1 T#fc N- [2-[(yX-2, 6->>* ^Wl-tf ^ U y^iW ^ ?M -6- 
^y>Jn;WTirh75 H&ffl^T, «0954tf>2) *<fc^JS0!l3 8 

15 'H-NMR (CDClj) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1. 22-2. 02 (10H, m), 2. 50-2. 82 
(3H, id), 2.94-3.14 (2H, m), 4.01 (2H, s). 4.10-4.36 (2H, m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8.4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
j = 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
FAB(pos); 475 [MH] + 

20 H»J8 8 

4-(4-* h^x)-N : [2-[(^-2, 6-v^W-l-t!^U pWW-6- 
*J U-;W-l-fcf^U^>*;^^'>75 H 



Me 
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Me 




##M 1 1 r%tc N-[2-[(^>X-2, 6-^?;M-t!^U i?~M *?)V]-6- 

5 'H-NMR (CDC1 3 ) 6 : 1. 04 (6H, d, J = 6. 2 Hz), 1. 23-2. 02 (10H, m) , 2. 50-2. 83 
(3H, i), 2.94-3.14 (2H, m), 3.80 (3fl, s)', 4.01 (2H, s), 4.19-4.36 (2H, 
m), 6.66 OH, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 (1H, dd, I = 2.6 and 9.2 Hz), 7.61 (1H, d, J =8.4 Hz), 7.93-8.10 
(3H, m). 

10 FABCpos): 487 [MH] + 

2', 4'-v7Jl/^D-N-[2-[(>'7 > -2, 6-5?*3VM-t**<U ;WW-6- 
* 7 U [l , l 1? 7 x -4-#;W?* 5 b* 



Me 




15 1 1 N-[2-[(~>*-2, 6-5^^ 5r;V-l-fcT^ U V-M *^W-6- 

'H-NMR (CDClj) 5 : 1.05 (6H, d, J = 6.2 Hz), 1.28-1.83 (6H, m), 2.51-2.82 
(2H, m), 4.04 (2H, s), 6.88-7.08 (2H, m), 7.37-7.53 (1H, m), 7.60-7.74 
20 (3H, m), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, a), 8.46 (1H, d, J = 
2.2 Hz). 

FAB(pos): 486 [MH]' 



WO 01/82925 



157 



PCT/JPO 1/03614 



»9 0 

2', 4>-i?>7 D n-N-[2-[('>7.-2, 6-3>;WM-lMy S^W ;>WW-*6-* 



5 ##0J 1 1 N-[2-[(>-X-2, 6-^^^;Wl-tf^U 5?^JW ;WW-6- 

■H-NMR (CDCl,) 5 : 1.04 (6H, d, J = 6.3Hz), 1.27-1.80 (6H, a), 2.52-2.70 
(2H. m), 4.03 (2H, s), 7. 23-7.40 (2H, m), 7.46-7.60 (3H, i), 7.68 (1H, 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.93-8.05 (3H, m), 
8.09 (1H, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2.4 Hz), 
fifejft : 162-164 <C (S5£fc£ft : IHtX^IP) 
9 1 

15 7i^;W-4-*M*y75H 



i o N-[2-[(^-r y yp tr;V7 s y)^^;w-6-+/ u 

20 'H-NMR (CDClj) a : 1.06- (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H, s), 7.45 (2H, d, I = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.63-7.73 
(3H. m), 7.83 (1H, d, J = 8.8 Hz), 7.94-8.19 (5H, ra), 8.46 (1H, d, J = 



Me 
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2.2 Hz). 

MA: 201-202 *C (dec.) m&fc®m : Bt«X3\>W 

5 ~;W-4-#;M^>75F 




10 'H-NMR (CDC1,) 6 : 1.09 (6H, t, J = 7.2 Hz), 2.64 (4H, q, J = 7.2 Hz), 
3.89 (2H, s), 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8.19 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 

196-198 *C (dec.) , Gfigj|tt;&& : ^tl^JkyX^Jl/X-rJV) 

mm 9 3 

15 N-[2-[(2-^^;W4,5->?tHn-iH-^5^/--ji'-i--f;w^^;w-6-^y 
Ux:;W[i,i'-if7x^;H-4-*;^->T5 H 



Me 




7 t-# 6 nfc 2- (^ o a ^. 5 1 ; w -6-* y u xjpt s > 2 $ 
v^t, 8 ^ummm 2 3 tnn©^^)i^ff 5 £ tK 

20 ft£«$»*£LT#fc 0 

'H-NMR (DMSO-dg) 6 : 2.20 (3H, s), 3.36-3.96 (4H, n), 4.70 (2H, s), 
7.34-7.56 (5H, m), 7.58-7.82 (3H, m), 7.91-8.26 (5H, a), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 
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FAB(pos): 421 W 

ttA: 212-220 "C (dec.) (KAftttJK : SS^W 

N- [2- [ (2- 7 x-;i/-4, 5-5? k K P-IHH' S M~$r-\-4 M * 7Mr6r* 
5 7 U -;W [1, l'-lf7x^W-4-A^^'>75 H 




7 t?# e> nfc 2- (7 d d ^ ^)V> -6-^ 7 u ^7 5 y 2 

10 -'H-NMR (CDC1 3 ) a : 3.54 (2H, t, J = 9. 8 Hz) , 3.98 (2H, t, J = 9. 8 Hz), 
4.59 (2H, s), 7.30-7.80 (15H, m), 8.01 (2H, d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FABCpos): 483 [MH] + 

212-216 *C (dec.) : »»X?;W 

15 £*«9 5 

4'-7^P-N-[2-[2-^^;W4,5-^k Kn-IBK $^A-;M-f JW* 
^ ;W _ 6 -^ > tj - JW [1 . l'-k*7 x~;w -4-* ~>7 ^ H 



Me 




7 t# 5 ntc 2- (7 p p ^ ^;u) -6-* 7 u x;v7 ^ > 2 

'H-NMR (DMS0-d 6 )5 : 1.99(3H, s), 3.3(2H, bra), 3.5(2H, br m) , 4.58(2H, 
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s), 7.3-7.5(3H, br m), 7: 8-8. 1 (9H, br m), 8.35(1H, br d), 8.560H, br 
s). 

240-242 *C (dec.) <^H«®; : IHtX^JW 
*5P;W-6-3V U-;W [l,l'-tf7xr:;i/]-4-^M^^75 h* 



10 fb^^Mfe^* £ hxnrco 

'H-NMR (DMS0-d 6 )5 : 3. 45 (2H, t, J=10.0Hz), 3.82(2H, t, J=10.0Hz), 4.50 



8.57(1H, d, J=2.2Hz). 

209-210-0 (MWmtiim&M 

15 mum 9 7 

N-[2-[2-^>^JV-4, ^^/-jhHJl'] J^/M-S-* 



20 W, 8 £ J:^K«1 2 3 £ ©j£f££JI#f? 5 ZL t fcvfc D , $16 

'H-NMR (DMS0-d 6 )<5 : 3.22(2H, t, J=9.8Hz), 3.60(2H, t, J=9.8Hz), 3. 75 (2H, 




(2H, s), 7. 31-7. 66 (8H, n), 7. 80-8. 15 (9H, m), 8.350H, d, J=8.8Hz), 
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s), 4.52(2H, s), 7. 17-7.40 (8H, m), 7. 80-8. 14 (9H, m), 8.25 0H, d, J=8.4Hz), 
8.54(111, d, J=1.8Hz). 

200-202'C (*§H.«& : ffKx^W 



9 -e^fc 2- (i-tfD u s*=;m 5f ;w -6-^ y u -Ji^r s > £##01) 

1 4T#fc 2-(4-^nD7x-;W-5-*;^^rv'-l,3-v > ^1^>^fflViT, 

'H-NMR (CDCI3) 6 :1.82(4H, 1), 2.62(4H, m), 3.10 (1H, n>), 3.94(2H, s), 
4.27 (2H, t like), 4.46(2H, dd like), 5.57(1H, s), 7. 35-7. 62 (7H, a), 
. 8.06(2H, t, 1=12. 6Hz), 8.29 (1H, d, J=2.7Hz). 
15 j&ft: 244-246-C • 

4-(4-7;^n7xn;i/)-N-[6-(i-tfoy^n;v^?;w-2-^75 L ;W- : i- 



'H-NMR. (DMSO-dj) 6: 1.57 (2H, m), 1.69 (4H, 1), 1.80 (2H, 1), 2.45 (4H, 
n), 2.77 (1H, n), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, ■)," 7.13 (2H, 



5 



h y >x-2- (hdd7 x - jv) -N- [2- a- tf □ u -6-* y y 





WO 01/82925 



PCT/JPOl/03614 



162 



m), 7.34 (2H, m), 7.38 (1H, m), 7.60 (1H, m), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 2.1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 [M+H] + 

209-211 V {^mm:m.^)V-"MV^X2\i)VX-f)V) 

s mm 1 o o 



###1 1 8T'#fc 6-Cl-tf O U V-)V*7)V)1ry? U>-2-7$>*m* 
10 T< 3KNIM3 8 ««flS^**«fi»*tU 

'H-NMR (CDCg 5 : 1.70-1.95 (8H, m), 2.55 (4H, m), 2.70 (1H, m), 3.02 
(2H, m), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m), 6.56 OH, s), 6.87 
(2H, d, J = 8.4 Hz), 7.15 (2H, d, I = 8.8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, m), 7.92 (1H, m). 

FAB(pos): 444 [M+H] 4 . . 

M& : 194-196 <c ffi&mm : l»x^;W5?-f 7 7p tf;Px-T-;W 

»10 1 . 
4- (4-# P P 7 x^jP) -N- [6-(l-H P U *J-)V*?)V) -l-l-y^M -1-tf 

20 *U5»#JW*3 t 1f'5 1 i 
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'H-NMR CDMSO-ds) 5: 1.55 GB, m), 1.68 (4H, m), 1.78 (2H, n), 2.43 (4H, 
m), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
i), 7.57 (1H, id), 7.64-7.74 (3B, m), 7.98 (1H, d, J = 2.5 Hz), 8.69 (1H, 
.s). 

5 FAB(pos): 432 [M+H] 4 

Mti : 209-21 1 -C : Wm^^M V 7*n tf *X-x;V) 

$mw io2. 



4-7x^;wN-[6-a-trnu^;M^w-2-^7^3-i-e^u^>* 



1 8 6- (1- tf D U ^ 7 * 1/ >-2-7 5 > V> 



'H-NMR (DMSO-ds) 6: 1.60 (2H, m), 1.70 (4H, m), 1.82 (2H, m), 2.46 (4H, 
15 m)> 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 

u ' ^5H/ m),'7.39 <1H, m), 7.60 (1H, m), 7.69-7. 76 (3H, m), 8.00 (IH, d, J 

= 1,8 Hz), 8.71 (1H, s). 

FAB(pos): 414 [M+H] * 

' M& : 1 93-1 95 *C (&£rfb&tt : H#X5f V 7 D h>x-x ;W 
20 10 3 

4-^^7x-;p-N-[6-o-fcfau^;M^;w-2-^7^;w-i-if^u 



1 8T#fc 6-d-kfD U^x;M?\>V)^7* l^>-2-75 >£ffl^ 




10 
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'H-NMR (DMSO-dj) 6: 1.55 (2H, m), 1.70 (4H, a), 1.80 (2H, m), 2.26 (3H, 
s), 2.46 (4H, m), 2.71 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 
6 m), 7.12 (4H, m), 7.39 (1H, m), 7.60 (1H, m)> 7.66-7.76 (3H, n), 8.00 
(1H, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos): 428 [M+H] * 

M : 210-212 "C : ^glX^V-^-f V^n ¥)VX-zr)l>) 

mmmi o 4 

10 6-(4-7;^P7xx;i/)-N-[6-(i-tr^u ^^wf;W-2-t7f;w^n 




1 5T#fc 6-(l-tf^U> ? x;i'^5 1 JW«^U>'-2-7^>^fflVi 

15 JttTffc. 

'H-NMR (DMSO-dj): 1.41 <2H, m), 1.51 (4H, i), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, 1=8. 3 and 8, 8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 218-219 X: (f&IMb&ft : WfWL^^M V^PtfJWx-x;W 

mmm 1 o 5 

6 -(4-^h^^7xx;w-N-[6-(i-tr^u^x;i/^^;w-2-^7^;wxn 

?>7$ F 
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t, nmm 5 4 © 3 ) tmmv&ft&n 5 n £ t * 0 > *jH<t£tt&*tet& 

'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H, brs), 3.57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, id), 7.89 OH, d, J=9.0Hz), 8.10 (1H, d, J=8.1Hz), 8.17 (2H, 
d, J=8.3Hz), 8.39 (1H, d, 1=8. 3Hz), 8.43 (1H, s), 9.2 (1H, brs), 
M : 263-264 t: (ft Afc&K : mtx?)]r-i?>( V 7*n fc^X-^JW 

mmm 1 o 6 

>75 K , 




x. »j5 4053) tmm<Dmft*ft?zt\z£K>. mm^^mm 

15 *£LT#fc. 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, 1=8.3 and8.8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, 1=8. 3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 228-229 -C (8§li«fg : mt^)V-7± h » 

gnm 1 0 7 

4- (4-7 P 7 xXJ!/) -N- [6- (1- 1?^ U ~7x;M ^JW -2-^7 -1- 
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xntt. 

'H-NMR (DMSO-d,): 1.40 (2H, m), 1.48-1.61 (6H, n), 1.80 (2H, d, J=12.0Hz), 
5 2.34 (4H, brs), 2.77 (1H, dO, 2.90 (2H, dd, 1=12.0 and 12.2Hz), 3.52 (2H, 
s), 4.32 (2H, d, J=13.2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d, J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H, d, l=8.3Hz), 7.62 (2H, m), 7.6.8 (IB, 
d, J=8.3Hz), 7.74 (1H, d, J=8.8Hz), 8.00 (1H, s), 8.71 (1H, brs). 
WUtk: 209-211 *C (£jMb&Ji : mt^)V- 9 M V^O If^X-r^) . 

io mmmios 

4-(4-^dd7 xx;w -N- [6- (l- 1:^ u s?=yv;WW -2-^7 -1- tf 



'H-NMR (DMSO-dj): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, 1=11.5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d, J=13.7Hz), 7.30-7.39 (5H, m), 7.59-7.75 (4H, a). 8.01 (IB, s), 
20 8.71 (1H, brs). 

MA: 231-232 "C OMMUMK : V 7*D K^l-fW . 

10 9 

4-(4-^^;i/7x-;w-N-[6-o-if^Uv J ^^^W-2-7-7^;W-i-e 
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xmc B 

5 'fl-NMR (DMSO-de): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H, brs), 2.71 (1H, m), 2.89 (2H, dd, J=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, m), 7.38 
(1H, d, J=8.0Hz), 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
j=8.8Hz), 8.00 (1H, s), 8.70 UH, brs). 

10 MA: 227-228 X: : fttX^W^-f V tf^X-^W 

mmm 1 1 o 

4-(4-^ PD7xX;W-N-[6-[(->X-2, 6-^^^P-l-^U V-M** 

;W-2-^-7^;W-i-t!^u^>A^^5 H 




15 7T#fe6-[(->X-2,6-^/^;M-tf^U^X^)/^;W^7^ 

'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, id), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
20 7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs). 

'ft*: 199-200 <C : WBRx^WSM V^D k>x-x;W 

KlMI 111 
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10 



15 



20 



Me 




MeO 

mmm i 7 6-l»*-2, s^w ^W^:?* 

'H-NMR (DMSO-ds): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, m), 2.69 (1H, m), 2.89 (2H, m), 3.72 (3H, s), 3.82 (2H, s), 
4.31 (2H, m), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 (1H, 
d, J=8.5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8.5Hz), 7.72 (2H, m), 
7.98 (1H, brs), 8.67 (1H, brs). 

m& : no-Hi xz m&wm wmx.?)v-*M v 7p ^x-tjw . 
mmmi 1 2 

N-C6-[(~>X-2, 6-^^^;M-tf<U i?-M *?M-l-1-7?JW&<V 

v >-4- (4-7 )v* p y x - ; w -i-^^wsf 

Me 




mi 1 7 mtc 6-[(>-x-2, 6-^^?;p-i-tf^u *7Mi-y* 

•H-NMR (DMSO-de): 0.98 (3H, s), 1. 00 (3H, s), 1.28 (3H, m), 1. 58 (3H, n), 
l.8l (2H, m), 2.78 OH, m), 2.90 (2H, m), 3.82 (2H, s), 4. 31 (2H, m), 
7.33 (4H, m), 7.43 (1H, a), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
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8.68 (1H, brs). 

m& : 21 9-222 *C (£JMfc£ft : IfUx^WSM V 7n t!;VX~r JV) 
13 

5 ;W-2-t75 : JV]^3^>75H 




1 7 6- [ -2, 6-5*pt ^JM - 1?^ U ^x;» ;* ^ 7 ? 

W>-2-T5>?rfflViT, ^J§#I5 4©3) t|?ISI©aMP*ff 5 ttfci 0, 

10 'H-NMR (DMSO-dj): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 OH, d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 (2H, 
d, J=8.5Hz), 7.87 (2H, nD, 8.20 (1H, m), 8.24 (2H, d, J=8.5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, J=2.2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 OH, 
brs). 

15 MA : 229-230 V. (iMfc&ffi : ffttx^W^-f V7p tf^x— r)V) 

mmmi 14 

n-[6-[(^x-2, 6-s>jwwi-ty<u s?x;w ^5 L ;W-2-^7^;w]-4' 



MeO 




20 #^0U 1 7 6-[(^>X-2, 6-^^^JU-l-tf^U vXJU) ^>Mt7^ 
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'H-NMR (DMS0-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, i), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d. J=8.7Hz), 7.51 (1H, d, J=8.7Hz), 
7.73 (2H, d, 1=8. 5Hz), 7.82 (6H, m), 8.08 (2H, d, J=8.3Hz), 8.42 (1H, 
brs), 10.41 OH, brs). 
5 Mft£: 199-200 -C (Mfctttt : mtX?)l-*M V^D^I 1 -^) 

mmmi 1 5 

;W [1, l'-t'7xZjW-4-*;^+t5 H 




10 ###J 1 7 -e#fc 6-[(^x-2, 6-^^;w-t?^u s>=;w *?)V\i-7f 

■H-NMR (DMS0-d 5 ): 0.99 (3H, s), 1.01 (3H,s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.51 (1H, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 <8H, 
15 m), 8.12 (2H, d, 1=8. 1Hz), 8.43 (1H, brs), 10.47 UH, brs). 

IMA : 220-222 <C : ffifctf^ V 7*n tUUX-T^) 

MMH6 

4'-/?DD-N- [2- [ [2- (3- \L U S^W 5?= M * -6-* ^ U 

[i, i'-ii7x^;v]-4-*;v^u-5 H 




mm 8 t# e>nfc 4' -o d d-n- [2- a n * /'J- 
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'H-NMR (DMSO-dg) 5: 1. 63-1. 75 (6B, m),.2.16 (1H, m), 2.87 (1H, m), 3.27 
(2H, m), 3.73 (2H, m), 7.40 (1H, i), 7.59 (3H, m), 7.82-8.00 (7B, m), 
5 8.13 (2H, d, J = 8.4 Hz), 8.30 (1H, d,J = 8.4 Hz), 8.47-8.54 (2H, m), 
8:69 (1H, s). 
FAB(pos): 533 [M+H] * 

124-126 "C (dec.) (HAflsBK : B»X^;W^yyPK^X- 

10 «09 1 1 7 

4' -9 D D-N-[2-[[(2S)-2-(^ K*$/;WM 'J V~)V\ 

j u x;w ci, r -if 7x^jw-4-a;^^u-$ h 



8 T# ^fc4'-5'DD -N- [2- P O * 3^) -6-^ / U X 

is ;W[i,r-fcf7xn;W-4-*;^^it^H^ffl^T> mMW 2 3 1 mMOUft 

'H-NMR (DMSO-de) 6: 1.68 (3H, ■), 1.95 (1H, m). 2.33 (1H, m), 2.84 (2H, 
m), 3.25-3.44 (5H, m), 3.64-3.71 (1H, m), 4.28-4.35 (1H, m), 7.59 (3H, 
i), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 (1H, s), 10.62 (IH, s). 
FAB(pos): 486 [M+H] + 

172-174 V (ISAfcttK : V 7" n tf JVX-rM 

mmm 1 1 8 

tert-T^ (2S)-l-[[6-[[(4 , -^np[l,l , -t*7xr.;W-4-^;P)^;^ 

25 x;W7^ /]-2-^y Ux;W^^JW-2-tra y ^^M^w-h 




N 



WO 01/82925 



172 



PCT/JPOl/03614 



10 



15 



20 




##0J 8 T?# B tltc 4' -2 o U -N- [2- D P * ^)V) -6-* / U - 

'H-NMR (DMS0-d 6 ) 6: 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, m), 2.92 (1H, 
m), 3.35 (2H, m), 3.82-4.17 (2H, m), 7.62 (3H, m), 7.82-8.08 (6H, m), 
8.14 (2H; d, J = 8.8 Hz), 8.30 (1H, d, I = 8. 4 Hz) , 8.53 (1H, s), 10.63 
(1H, s). 

FAB(pos): 542 [M+H] * 

: 1 63-1 66 X: (SSSIMfcM : tUxfJV-^'f 7 7 □ tf )PX-x)P) 

4 _( 4 _^ b^->7xr:;0-N-[6-[(2 ) 2, 6, 6-x b7*<?)V-l-W) V-M 




1 9 6-[(2, 2, 6, 6-x b 5*^;i-l-tf^U *?;W-2- 

■H-NMR (DMS0-d 6 ) 6: 1.00 (12H, s), 1.53-1.81 (10H, m), 2.71 (1H, m), 2.88 
(2H, m), 3. 72 (3H, s), 3.90 (2H, s), 4.30 (2H, i), 6.86 (2H, d, I = 8.8 
Hz), 7.18 (2H, d, J = 8. 8 Hz), 7.52-7.79 (5H, m), 7.97 (1H, s), 8.66 (1H, 
s). 
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FAB(pos): 514[M+H3 + 

MA: 164-166 -C (Mfcft* : Wfcn^SM' V 7 P K/Px-tW 
gffiftl 12 0 

4 » _^ h*vHH6-[(2, 2, 6, 6-x b ?;>WM-tf"<»J 5>x;W ;WM-2- 
5 . ^^[l.r-^i^^K+^H 




#3£fl| 1 9 6-[(2, 2, 6, 6-X ^^/Ir-l-fcWJ $>XJ» ;WW-2- 

10 'H-NMR (DMSO-d.p 6 : 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 OH, s). 
FAB(pos): 507 [M+H] * 

»£: 212-214 -c (Mfc** : BWxgvws'-r y^OHJH-^) 

16 HJfi«12 1 

4' -7 ;V*P-N-[6-[(2, 2, 6, 6-r- h 9 jWiM-K*U 5>x;W *?M-2- 

i-y^)V\ [i, r-t7xn;n-4-*^#*f-s f 




##09 1 9 Tfllfc 6-[(2, 2, 6, 6-x F 7>WI/-l-t^U 5?x;W jWM-2- 
i~7#U>75.>%ft^X, HWJ5 4C3) fcB»©»f^&fr 5 C tic J; 

'H-NMR (DMSO-d,) 6: 1.01 (12H, s), 1.54 (6H. n), 3.93 (2H, s), 7.35 (2H, 
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m), 7.74-7.87 (8H, m), 8.11 (2H,' d, J = 8. 4 Hz), 8.41 (1H, s), 10.43 (1H, 
s). 

FAB(pos): 495 [M+H] + 

MA: 238-241 *C (ftgAft&g : WM^^M V 7 D tf ;i/X~ t)V) 
5 HSS0912 2 

4'-^^-N-[6-[(2,2, 6, 6-xh^^^-l-tfHU>?-;W^^;W-2-^- 
[1, l'-t'7i^W-f K 




###11 9T#fc 6-[(2,2,6,6-xh^^5 1 ;M-t!^U> ? -JW^^;W-2- 

io ^-7^^>r^>^viTs mmms 403) t^o^^ff^^tfcj; 

'H-NMR (DMSO-dj) 6: 1.01 (12H, s), 1.55 (6H, i), 2.37 (3H, s), 3.93 (2H, 
s), 7.32 (2H, d, J = 8.2 H2), 7.57 (1H, d, J = 9.6 Hz), 7.66-7.87 (8H, 
1), 8.10 (2H, d, I = 8.6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
15 FABCpos): 491 [M+H] * 

M& : 235-237 IS (^iftii : WKx^WSM V h^X-^) 

4* n n-N-[6-[(2, 2, 6, 6-x h^pWWl-tr^U >^XJW *^;W-2-:J- 
[l.l'-tf 7x=JW-4-*^**U-5 F 




##0ijl 9r#fc 6-[(2,2,6, e-xh^^^M-tf^U^x;!/)^^]^- 
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■H-NMR (DMSO-dj) 6 : l.Oi (I2H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
m), 7.74-7.89 (8H, m), 8.12 (2H, d, I =8.6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). 

5 FAB(pos): 511 CM+HQ * 

HA: 244-246 «C WAftM : ftS&X^JW-SM 77*D \Z)VX-r)\>) 
^IJSWl 2 4 

4'-£ p p-N- [6- [ (5M V y P t>7 5 y ) * -2-^7^;W [l.l'-K 



'H-NMR (DMSO-de) <5 : 1.03 (12H, d, J = 6. 6 Hz), 3.01 (2H, m), 3.75 (2H, 
s), 7.52 (1H, d, J = 8. 7 Hz), 7.57 (2H, d, J = 8.7 Hz), 7.76-7.89 (8H, 
m), 8.12 (2H, d, J = 8.4 Hz), 8.43 (1H, s), 10.47 (1H, s). 
FAB(pos): 471 [M+H] 4 . 

: 246-250 V (IMMbMFtt : MH&X^WSM V ?P tf ^X-xJP) 

6-(l-lfDiJi?-JW^W-2-t7?JI/ 4-<4-£PP7xX;W-l-tMU 



##0112 2Wc 6-(i-tfpU^x;i/^5 1 ;i/)-2-^7 &fc**BI£ 
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,'H-NMR (CDClj) 6: 1.68-1.83 (6H, m), 1. 90-1. 95 (2H, m), 2.55 (4H, n), 
2.74 (1H, m), 2.97-3.12 (2H, m), 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
5 nO, 7.26-7.33 (3H, m), 7.49 (1H, m), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, i), 7.81 (1H, d, J = 9.3 Hz). 
FAB(pos): 449 [M+H] + 

M& : 121-123 *C mSkittm : l»X^^ V tT^X-x^) 
12 6 

.0 6-(\~\fW)^)V^)V)-2-i-y^)V 4-(4-*h*v-7xX;i/')-l-tT^ 



2 2 6-o-tf d u > 5 ~;i'^^;i')-2-i-7 h-;i/ ^b^kut^ 

15 *£LT#fc. 

'H-NMR (DMSO-ds) 6: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, m), 3.72 (5H, s-like), 4.14-4.32 (2H, m), 6.88 (2H, m), 
7.20-7.33 (3H, m)> 7.50 (1H, m), 7.65 (1H, s), 7. 82-7. 93 (3H, m). 
FAB(pos): 445 [M+H] 4 

20 Hfejk: 127-129 13 (ffiAft&tt : WtttX^)\r- 9 M V^D tT^X— rJW 
£«m 2 7 

6-(i-tfDU^xj^^;p)-2-^7^;u 4-(4-^^;i>7xx;w-i-tf^u 





WO 01/82925 PCT/JP01/03614 

177 

£#0J 2 2T-ntc 6-(l-tfD U 5?=;W^^;W -2-^7 h"^ &fbzk*BKfi 

'H-NMR (DMSO-dg) 5: 1.72-2.00 (8H, m), 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, ■), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FABCpos): 429 WHO * 

: 238-240 "C (Mfttfttt : IWfct^^-f V 7* K*X-5W) 
2 8 

io ys?>*^#^^-b 




15 'H-NMR (DMSO-dj) 5: 1.73-1.91 C8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m). 
FABCpos): 433 Ml * 

m&: 106-108 v m&<mm:mx.?)v-^v7n\d)\,x-7-)\>) 

20 £l«J 12 9. 

6-(i-t!p u s^m^/w^-^^ 4-7x~;wi-twj 3»#;m* 




HCI 
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'H-NMR (DMSO-dj) .6: 1.69 (2H, m), 1.90 (4H, m), 2.00 (2H, m), 2.82 (1H, 
m), 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H, m), 7.16-7.44 <5H, m), 
5 7.75 (3H, m), 7.93-8.12 (3H, m),. 10.69 (1H, br). 
FAB(pos): 415[M+H] + 

m& 213-215 1: m&<mm : mtttv-m w?u tr;px-x;w 

3 0 

, 2, 3, 4-t- h 9 b H V*[b] [1, 6] U 5?>-8-f 

io ;W[i,i'-if7xn;v]-4-*;^iJ-$F 



15 'H-NMR ©MSO-d^ 6: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, n), 3.71 (2H, 
s), 7.53 (3H, m), 7.78 (2H, d, J = 8.4 Hz), 7.83 (3H, m), 8.00 (2H, m), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, I = 2.2 Hz), 10.56 (1H, s). 
flfe£ : 236-238 *C (ISiMtigtE : BIBSX^WSM V 7° P k>X-^;W 

mmm 1 3 1 

20 4' -7 ;^n-N-(2-^^;wi, 2, 3, 4-5" h 5 1 FD^>V*[b] [1, 6] 7-7^11 
i?>-8-f;Wti,i'-tf7xx;w-4-*;^^5 h 



##M 2 3 T#fc 2-/?;i/-l, 2, 3, 4-fh7k t* D^>V [b] [1 , 6]^7^ 
y^>-8-7=£>£fflWT, §W!|54©3) £pa»0*fts*fT 5 £fcfcJ:t>, 
25 «^tl^i6i*tlT#fc. 




##H 2 3 Tf#fc 2-pWM, 2, 3, 4-fh7t H D^>7[b] [1, 6] 




.N 



WO 01782925 



PCT/JPOl/03614 



179 



'H-NMR (DMS0-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, d), 3.71 (2H, 
s), 7.36 <2H, n). 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H,- d. J = 8.4 Hz), 
8.46 (1H, d, I = 2.2 Hz), 10.56 (1H, s). 

M: 230-232 *C (MiMtiMt : l»X*^SM V 7*D tf JH-f*) 
5 H»J13 2 

. 4 r-^pp-N-(2-^W,2,3,4-Tb7t:HP^>^[b][l,6]^7^U> J 

>-8--r;w [i, r-if 7xrjw-4-*>#*u-5 f 



##0J 2 3 i-^/M. 2, 3, 4-fh7k K D^>7tb] [1. 6] *-7^ 
ij^>-8-T^>^ffiV5T, mmtS 40 3) tmU<DMft*ft?^t\Z&K). 

'H-NMR (DMSO-d^ 6: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d, J = 8.4 Hz), 7.80-7.99 (7H, m), 8.12 (2H. d, I = 8.4 
Hz), 8.46 (1H, d, I = 2.0 Hz), 10.57 (1H, s). 
MA: 238-240 V (INMUMR : IHtx^^-f VT'nK/PX-?*) 
*««13 3 

n-b-ccsm 77*a ti^ray) ;w-e-*y u [i. i" -t*7x~ 
;v]-4-*;v^^i?-s H 



0T?#7 t cN-[2-[(-7-fV7'Dlf;V7^/)^^W-6-*>' X >^M 

'H-NMR (DMSO-de) 6 : 1.03 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7.56 (3H, m), 7.69 (1H, d, J = 8. 4 Hz), 7. 67-8.05 (6H, i), 8.12 




Me 
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(2H, d, J = 8.4 Hz), 8.26 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J = 2.2 Hz), 



10.58 OH, s). 
FAB(pos) 438[MfH] + 

: 208-209 "C (ttAflfttt : itxfJhy-f V 7°P tf ;Ux-tMW 

5 mmm 1 3 4 

n- [2- [ (iM v s j ) *3\>w -6-4/ u x;w -4' h 
[i,i'-t*7x-;W-4-*;i/^^5 F 



1 0 x*mc N-[2-[(>?-r vt*p t^rs /) ;>wi/i-6-4/ »jx;w 

•H-NMR (DMSO-dj) <S : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, J = 9. 2 Hz), 7.72 (3H, m), 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, i), 8.08 (2H, d, J = 8.8 Hz), 8.25 (1H, d, J = 
15 8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468[M+H] + 

Wt& : 223-225 "C GSSIH'tM : WKX^WSM V 7°P tf;PX— tM 

mmm 135 

n- [2-[(^v^d tf )W ^ J)* f-M 44 / u x;w -4' -7;^ P 

20 [l,l*-k*7xx;W-4-#;i/#4l^F 



##0>J1 0Ti#fcN-[2-[(^V7'ntf^T^y)^^l/3-6-4y Uxjl/] 




Mc 
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'H-NMR (DMSO-dj) 6: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
<j), 7.35 (2fl, m), 7.69 (1H, d, I = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 =2.2 Hz), 10.58 (1H, s). 
FAB(pos) 456[M+H3 + 

Wtii: 207-209-0 mm»&:ti*x.?-b-?'fV'7nWte-7'M 
^13 6 

n-[2-[(2M ; vc/p t?;Krs y ) u x;w-4' -y^Mi, r- 




Me 

#^#a i ot#fc n-[2-[(^ v t>75 /) ^ww -6-*/ u x;w 

15 'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, 1 = 6.6 Hz), 2.37 (3H, s), 3.02 <2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8.2 Hz), 7.69 (3H, m), 7.84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8.2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, I = 2.2 Hz), 10.56 (1H, s). 
FAB(pos) 452[M+H] + 

20 ttjA: 225-227 "C (MMUM : IBtX^-SM V K/kn-^W 
gffffll 3 7 

N .[ 2 -[(^V^Dt!;i/T^/)^^;W-6-^yUx;W-6-(4-y^7x 
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Me 



mmm i o n- [2- c irM v 7v tf;v7 s ; ) ^ w\ -6-* y u -;w 

5 'H-NMR (DMSO-dj) 6: 1.02 (12H, d, J = 6. 6 Hz), 2.39 (3H, s), 3.02 (2H, 
m), 3.86 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.70 (1H, d,' J = 8. 4 Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (IH, d, J = 8.4 Hz), 8.42 (1H, m), 8.50 
(1H, d, J = 2.4 Hz), 9.22 (1H, d, J = 2.4 Hz), 10.70 (1H, s). 
FAB(pos) 453DU+H3 + 

10 flk& : 211-213 *C (^IW:SfX^-^V^PlfJH-f;W 

%%m 13 8 

6- (4-# D n 7 xn;W -N- [2- C i?M v7u\Zfr7S.S)* -6-* / U 



15 1 0 N- [2- [ (SM 7 7*P t!Jl/7 =• / ) * 5=-;W / U ; 

7"feh7S FfcfflWT, HJS0I6 0 2) £P&<D&f££fr "5 CfcKcfcD, * 

'H-NMR (DMS0-d 6 ) <5 : 1.02 (I2H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, i), • 
20 8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H]+ 

®&; 201-203 -0 (m<mM : IfHf^^ V 7°n fc^X-x^) 
^SI^!13 9 



Me 
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20 




mm i o -c*fc n-[z-[(^ y to tr;v7 a /) *^jw-6-*y u -;w 

T-feh73KSfflV^ *JS«5 4«)2) ^J:t«»« 3 8 fcRI*««M^* 

'H-NMR (DMS0-d 6 ) 5: 1-02 (12H, d, I = 6.9 Hz), 1.60-1.77 (4H, m), 2.26 
(3H, s), 2.85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 (1H, d, I = 8.4Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
J = 8.8 Hz), 8.81 OH, s). 
FAB(pos) 459[M+H] + 

: 184-186 -C OHMS** : Wmx7Ar&<< V 7P l**X-WW ' 



10 



^Jfi«1.4 0 

4- ZL)V) -N- [2- [ V ?D 5 > > * "Mr ^ U 

Me 

o VY^ Me 



i o n-k-usm v7p t:;v75 y ) ;WW-6-*/ u 

■H-NMR (DMSO-de) 6: 1.01 (ML d. J = 6.3 Hz), 1.59 (2H, m), 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m), 7.32 (4H, m), 7.62 
(1H, d, 3 = 8.1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, J = 
9.0 Hz), 8.81 OH, s). 
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FAB(pos) 479[M+H] + 

: 201-203 (ft&Affigtt : IHfcWW^-f V tf;Vx-x» 
gffiffll 14 1 



##^J 2 4T#£ft£x^;K5-[(4-:/P^>:xJW rf^-lfr-f > F 
-)Wl~<)V\*$ (lOOmg, 0.301mmol) £ h U X9VV7 5 > (0.050ml, 
0.361mjnol) CDT-h^fcFP77> (3ml) OtlT^^X^XJl^ P 

10 UF (0.0256ml, 0.331mmol) £Jn*., lB#M»#l/fc. EJ*a*fclfnU5?> 
(0.3ml) SJD^, 1 SJfeiWftlDjt^X^X-x^T? 

15 fc«kDtt«LT, -fV^ntr^x-^UckOt^slcftbT, 
(1.8mg) 

'H-NMR (CDC1 3 ) 5 : 1.83 (4H, m), 2.62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2.4 
Hz), 7.19 (1H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8.6 Hz), 7.49 (2H, d, 
20 J = 8.6 Hz), 8.95 (1H, s). 

6-7 xx;v-N- [6- 0- hf p U $>XJM ?)V) -i-irVJ-M xn^>7 5 F 



1 8T#fc 6-(l-tfP >J ^^MfJWt7^W>-2-7$ >&m\t* 
25 T, H»J5 4©3) tmWL<DWLft*n5Z:Uz£r)^ ^jgft-&**^fij» 



5 



H 
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'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2. 50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, m), 7.77-7.92 (4H, i), 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 flt£ : 212-214 -C : »^-^-f V^DlfJU-fW 

#lii&0U4 3 

6- a-^h^yy x-;w -N- [6- a- tf o u 5?=jm^;w -2-^7 f-M 

^>75 F 



10 ###J1 8T#fc6-(l-t!uU> ? -;M^;W^P'^l/>-2-T5>^^ 

'H-NMR (DMSO-de) 5: 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H, s), 3.85 (3H, 
s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, 1 = 1.5, 8. 4 Hz), 7.76-7.91 
15 (4H, m), 8.10 (1H, d, J = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, n), 9.20 (1H, bi), 10.59 (1H, s). 

MA : 261-263 *C : IttlfJW^yyoUM-^) 

14 4 

6-(4-7MD7i^V)-N-[6-(l-t'D U ^)V^)V)-2-±7^)V]=.u 
20 ^>7S H 



1 8 6- a - tf p u s^m^m ^"7 9 V >-2-7'S > H 

T> H»J5 4©3) £fl«®a^£fr^££fc«fctK 
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'H-NMR (DMSO-de) 6: 1.71 (4H, m), 2.47 (4B, m), 3.72 (2H, s), 7.41 (2H, 
id), 7.48 (1H, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d, J = 8.4 
Hz), 8.28 (2H, m), 8.45 (2H, n), 9.24 <1H, d, J = 2.4 Hz), 10.63 (1H, 
s). 

5 MA: 238-240 "C OMftttK : 1«X^/W3M V7*P tT^X-^W 

6-(4-^^;V7x^;w-N-C6-o-tfDU> ? ^^^;i/)-2-^7^;W-3^ 

>75 F 

o ^W"n- 



10 




Me' 

##H 1 8 6-U-tfP U V-JVt^l) ±y?U>-2-7 5 >£JB V5 

'H-NMR (DMSO-de) <5 : 1.71 (4H, m), -2.39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s), 7.35 (2H, d, I =.7.8 Hz), 7.45 (1H, dd, J = 1.8, 8. 4 Hz), 7.74-7.89 
15 (4H, in),. 8.12 (3H, a), 8.44 (2H, m), 9.23 (lH,'m), 10.62 (1H, br). 
Wl& : 260-262 TC : MkX9>)V-*M V 7*P KM-?JW 

HIIS^ 14 6 

6-(4-# P P 7xXJV)-N-[6-(l-lf P U i?-;WfJW-2-t7f;W~3f 
>75h' 

O 




###y l 8T#fc 6-(i-H p y v-Wf-M+y* v>-2-75. >*m* 

'H-NMR (DMS0-d 6 ) 6: 1.71 (4H, ra), 2.47 (4H, m), 3.71 (2B, s), 7.47 (1H, 
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dd, J = 1.8, 8.4Hz), 7.61 (2H, d, J = 8.4 Hz), 7. 76-7.. 88. (4H, n), 8.23 
(3H, m), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 
270-274 t: W&ititm : fflkttlr-zH V7u\Z)VX-t)V) 



5 

(1) msm i x-%t>wttt&® 5 0 mg 

(2) 34m S' 

(3) h^^Dnyl^ 1 0. 6 mg 

(4) h»7^an^f» (©Oft) 5mg 

10 (5) XxTU>B|-7^^A 0.4mg 



(6) flJi^->*^M^Jl'P~*ft^frA 2 0 mg 

If 120mg 

%mz.m*±m a) ~ (6) ss^u jgsstt^^TWisrrsttK:* 

mm 1-1 9? h«**cDHA*fflVifcPCRttCJ;*9y hSIC-l s«» 

cdna <omm 

yy MPltBfcpoly (A) 4 M (^P->f>y!?t) W^U 
7>fV-Sffl^T2»*R^EJS*fftt'pfc. S£fe a ?KJfc&, 9% 7 RNAPCR ver. 

2 ^ houM^mvrzo x\zz(om&&im&&mtvxm\ mm 
mififflfeti* sit 3' ft&inim* spe 1 <Dmm-z>%Mm\&ttmi<n% 

^©»&tt*cDNA«fS!5 m L^DNA-^7^V-^0.4/iM,0.25mMdNTPs, 
pfu Uh7^y->t) DNAtfU*?— £ 0.5 # 1 ££tra*fc#K0/ty 

77-t?, «E**»so m i fcLfco *«ofc»©u-f *;w*i*--v;hm 



WO 01/82925 PCT/JPOl/03614 

188 

60*C • 30 g\ 72"C • 1 50 50>01M # 35 ®t$k 0 Jg U S&fc 72"CT" 1 0 M 

s if A cratt«B»©aaHEW©j»»JcJ:**« cDNA@5?iJ©5tig 

##00 1 - 1 Tffr&^fc pcr ^<0SiS®»tt 0. 8 X©fi»/ft7^n-xy 

^[HlJlXbfeo PCR-Script™AmpSK(+)#D— X>^3fy F (Xh7^y->ffi 
10 ©M^fc^Vi, ©JKLfeDNAS^^^ H^^-pCR-Script Amp SKO'v 
•y-^n— n>^'bfco ^MXS/x'Jk7 3U (Escherichia col i) XL-1 
Blue (Xb fcSXUT»Ste*Lfc'S» cDNAjfA©r)t£&^ 

p->§7>£$/y>;33Jt:tfX-gal S*trlB«^«ift*TSiRU 
t5^D->©^Mt^»^«U ^M^^E. coli 
15 XL-1 Blue/5 y'F SLC-l ffl*O^D->*7>lf >*^tTLB« 

JttTf-lftJ&atU QIAprep8 mini prep (^7^>&) ft^V^T^XS F DNA 
ZmmLfeo 98»UfcDNA©-SU*fflViT«IB»*Sal I*i<fctfSpe I fc<fc 
3«Sf£fffcV^ jf A£nWS3«# cDNA »ffro*€rss*g8bfc.. 
U?!l0&^CD£:aC>©HjS&DyeDeoxy Terminator Cycle Sequence Kit (A°— 

SLC-l ^>A#R (@S^J##: 3) &3-F1"3 cDNA@a?iJ (Lakaye, B. et ai. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) ©5' fl£ Sal I MEJfflWtilPU 3' fgtC Spe I HfH&ftWHn 

25 vtcMB,^nt-m-^^t^mmhTc (laswt : 4) . 

###| 1-3 yyh SLC-l CH0 nM<D<feU 

1-2 TEw*«ai»$tifc9 ^ mk**© sLc-i <D£&7$;mm 

^iJM- FU 5' flit Sal 1 f&f$B5W#inU £fc3" #JJlC Spe IRKS 
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coli ©7P->£D Plasmid Midi Kit (*77*>*fc) £J8V>T7^7S F£ 
HHU #J|g&*Sal I£J:tfSpe IT?«WfbT-f h«»»S«OttiU 
fco <>^h DNA T«n-X»-&*5V'JTf«0fflU 

5 ttJRSfx&oTBJRUfc. h DNA & Sal I*«ktfSpe I 

lfci«Kil^^^-^775 KpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)fB«W>pAKK01. 11H 

-fy-S/ai/feffft^ ga^ffl^T.S HpAKKO- SLC-1 &*SSbfc. 
10 pAKKO- SLC-1 T??gKte8tbfcB. col i DH5( h-3-#— ) fegBtfoPlasnid 
Midi Kit (4-7^>lt) £ffi^TpAKKO- SLC-1 0 7^7.5 H DNA £f8§ILfc. 
£ft£CellPhect TransfectionKit (7T'>tA77JI/7'>7/H 3*x7lh) 

Sffiv^#o[)7nMi;Kc:fcTCHO dhfri^flSic^ALfc. 10 /t g© dna 

*U>K*;P^»7Afc©*itH»*tU 24B*MWfc5 x 10 5 ££«1 x 10 6 
15 ©© CHO dhfrl&HJ&£fggLfc 10 cm S^-lWcgfe&IJLfc. lO%Vz/1&Mlffi 
S^tfMEM aWl Qll^iLm HlftU m&ti&T!%Z 10%^#r7 

5 SLC-1 CHO »lll&Tr**»J!telftWia03 D--56 7 R->£fflRl/fc. 
1-4 y h SLC-1 Mr 77-® emmRNA ©fi5ift©it&^ CHO/ 

20 SLC-1 iifflJ»CDS#S 

##0!) 1-3 T^i^tlfc CHO/ SLC-1 # 56 7 P->©£';S? y h SLC-1 
U"fe77— mRNA ©fgg|M£ Cytostar T Plate (TTi/ir A7 7)V* *s 

CHO/ SLC-1 $£©=&7P— Cytostar T Plate ©& well tc 2. 5 x W®f 
25 ^SSLT 24 #M«£l/fc& 10%.#U1/?U >ICioTtt$@tLL & 
well ICO. 25% TritonX-lOOftSJDL,TlBia0aiatt**Wfcll» 5S S7^V 
bfc@2^iJ## : 5 © riboprobe *Jn*T/W 7U7V XSitrfc. 20 ng/ml © 
• RNaseA£&well tfiP^TiSllt© riboprobe **MbU^l/- h£«fc<ife#l, 
tz&, /VI* 707*^X1/ riboprobe ©&&?£££ Topcounter TH)£L&. 



WO 01/82925 PCT/JPOl/03614 

190 

!l 1-5 k h SLC-1 cDNA ^tyT^ X ^ F ©#HI 
thJSSrafttffecDNA library (SUPERSCRIPT™ cDNA Library;GIBCOBRLl±) 
5 £s Genetrapper cDNA positive selection systei (GIBCOBRL Ifc) ©T— =l7 
;PfcfeT , yy-V Fl x>F*^7-^£ffl^T, DNAKlnick£Att 

1 *jgfc Mfera**cDNA library ftflRLifc. 
Kolakowski Jr. 6 (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 

io pp. 253-258) (Dm^izm^xmvrcmmmn.: GMsmv^wv* 

^F (accession No. U71092 © 1434-1451 tC+S^) ©3' *^giC biotin-14- 
dCTP £ Terminal Deoxynucleotidyl Transferase £J8HT'ftlJnU biotin-fb 

15 1 H&JE$5S# cDNA library I tig* 95*0-? 1 #£&&Lfc^ &± 
biotin-fb^Un^^l/^H20 ng Srin*., •37'CT? 1 ttlft Stf 

^>tf— XftUpA, MAGNA-SEP Magnetic Particle Separator (GIBCOBRLft) 
fcflj^T, biot in fc*U 3** 2 V*? Ffc/W ? U ^-f 1 *«t M& 
20 SHE** cDNA &JMIU Kolakowski Jr;6©«ft (Kolakowski Jr., et al 
(1996) FEBS Lett. Vol. 398, pp. 253-258) fcg^VVTfE«LfcEai#^ : 
7©-&fifc*y3*5<#l':*9 1 F (accession No. .U71092 © 101 1-1028 fcfflS) 
50ng &?7^V-\ZLT^~a.7 MZft?Tft®m*&&L> 2 *«^7X 

25 ##0>J 1-6 t h SLC-1 cDNA £^tr7'5X S F©J£SIB?!!©fc£ 

###| 1 - 5T#e>nfc^X5 H^ELECTR0MAX™DH10B™Cells \ZXU2 

>^7>lf->U>R^X-gal £^tHBi^ig»Tr«U BfiSg-r** 
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DHlOB/bSLC-l €#fc.fl*«>^0->*7>K>'U>*TOlB**THI 
»U QIA prepB mini prep (*7y>«3*flV^5X5l«lttt«ib 
fc. SXSB^J^©fe*°5SiS^ DyeDeoxy Terminator Cycle Sequence Kit 

ftKUfc. K*HNf : Bfc5«WftWI6ftfc. «fc«*lfc 

fiSE^3-Hr*T5yfi6B^I <E3Wf :-9) Lakaye 6©$B£r 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
C^WC, thSLC-l©SWI**tftHftft#DHAEWI (accession 
number:Z86090) Z*>t\zVT?y h SLC-l *&M*nfcKfli:l/rJI« 

nwfct h sLc-i r ^/ME^Jt»M^oTi50, 8i£iB#i©£ e>fc eg & 

Escherichia coli DH10B/phSLClL8 £ I FO^l/N I BHfcSFftbfc. 

1-7 t M&JBWiH* cDNA ftffl^fc PCR t h SLC-lcDNA (7) 



h77 ?mz £ *) $ P-n>y$nfch h SLC-l D NAS^J^^tf 
F&ffiMths E^J#-^: 1 0*5cfctf 1 lCD^DNA^-TV-t 
Unm^: 1 2££tf 1 3©-&*I>NA^-f ^-*fflViTPCRfefc«fc4*i« 

A£k b SLC-l (L) tftZVtco -a& DNA 7?>f ^H*£^aafc«W*n 

ig^sai i <o®mirz>m.w$imwija2n> £fc3* *fc«H»*spe i. 

»»*©IHiB3F|*f«n^fc« fcb SLC-l (S)fg«©K«»t©fflfifctt» 
SLC-l DNAgB*J&^tf77* 5 F*95 tiU ^ DNA ^^^-^ 0.4 
0.2 mM dNTPs. pfnDNA#U*5— K 0.5 ft 1 fc*tf**fcttK©rty 

(/V-*>x;i/?H£) ^fflVi, 94C • 60 8>©Jn&©& 94*0 60 #\ 
57'C' 60#, 72*0 • 150 #©1M £;i>&25 0» Oil U ^{C72'C-10^ 
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£fc, th SLC-1 (L) if ®©£)«©MJ$te, t h SLC-1 DNAI5 
n^^y^S. # K^DNA^7<T-#0.4 /i M,0.2mMdNTPs, 

pfuDNA 4? U * 5— £ 0. 5 n I £«fctf»*lCtf JR©Ay 7 7~T> &£ftfttt 

5 ^"-tt) fcJflV>, 94*C • 60 #0MOl, 94*0 • 60 60*0 • 60 fj\ 72T; • 

mmmi-s pcr»©7°^xs K^^-^©u-^n-->^ t fciK 

10 if A cDNA »^0«»B3^0»«fc * cDNA £3l©IHg ' 

##03 1-7 Tfr&^fc PCR '&<DfcfoMm$ 0. 8 %©iM7^D-^ 

/-;v$tf}, 7x;-jv-^DD*Mitu, x*y-;ufcfc«£fTfcoTiM 

SlUfcUfc. PCR-Script™AmpSKO£a-X>^y h &h7#z?->&) 
15 ©AfcfrlCfcK miRb^DNA^y^X^ K^^^-PCR-Script Amp SK( 4 )^ 
a— ~>tflsfc, ^Ltl^Xv'xUbT 3'J (Escherichia col i ) DH5 
a competent cell (h-3-#-) fci»AbTJBSH£lfcbfc&, cDNA #A®r 
Jt£}#^ 0->^7>t:v'V X-gal £^tHB»^gWT»*U 

e^^Mf S£ O~>©#£$0Lfc^i;#&£/BVvr#lSiU t h SLC-1 
20 (S) ©^KSg^lfc con DH5 a /hSLC-1 (S)ikb SLC-1 (L) OfynUWkfc & 
coHDH5 a/hSLC-ia) ^#fco M*®? 0->ft7>tT'>U >S£trLB*Ml 
T!Hft#5iU QIA prep8 mini prep (=^7^>*fc) fcJBtATT'^XS F DNA 
£Si®[Lfc. WftLfeDNA©— »*fll^T|iJIS»*SaI I&<£tfSpe I fc«fc 

25 I2?!l©&;£©fca6©KJifrftDyeDeoxy Terminator Cycle Sequence Kit (A— 

fco fc&tlfc* D->©E5'J^ t h SLC-1 Jt^&USt UTgB?!l#-t : 
1 0&J;tf 1 l©£j£DM:/7>f^-^E3*lS'*£DNAE8l (SB» 
f:14) t h SLC-1 »&*&^£l/TEfl»Hf : 1 2fe«k«l 3 
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1-9 b h sLc-i (s) sigi cho «^«fcrxh h sLc-i a) sm CHO « 

5 1-8 TE^J^k^nfc t h SLC-1 (S)^bh SLC-1 (L) imxz 

n^y^X5 FfC£oT^®£!fe£nfc& coli ©?P->£D Plasmid 
Midi Kit (*7^>*t) &fflViT^7X5 H*W»U fTOS^t Sal I &<fc 

# spe i •emmvTj >d— hufr*® o m bfeo -r >u— h dna 

10 tB, 7x/^'i'Da*J^fttfl> X^7-;l<ttit^ff^:oTlEli|XUfco 
£©^f >■»*— h DNA £ Sal 1 Spe I T^m\sftWiWmfe§£%M- r <>? * 

— y^XS HpAKKO-lllH (Hirimna, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)83^© pAKKOl. 11H hm-W^-??^ H) 

15 Sffl-/7X5 H pAKKO-hSLC-1 (S) t pAKKO-hSLC-1 (L) £lgfgbfc. 

pAKKO-hSLC-1 (S) *3<fctf pAKKO-hSLC-l a) TJBRte&L/t E. coliDH5 a(h 
) Plasmid Midi Kit &7y>&) £J8WtpAKK0- 

hSLC-1 (S) t pAKKO-hSLC-1 (L) ©^7.5 H DNA S^bfc. dtl* CellPhect 
Transfection Kit (77->tA7rKJ'7;W*fi'tt) £/&«#©:/ 
20 P h PJHcfeT CHO dMrTBMgtCgAbfc. 10 # g © DNA £U ^Hfefc;^ 
>)At©«ittU x 10 6 £fc&l x 10 6 <S©CHO dhfr" 

10 cm ^*-WC»bfc. 10%^^fi&M«^tTMEM a 

^tf&St^MEM agJ&T^ilbfc. att##tfT?i|BibT<Sfc h SLC- 

t h SLC-1 (L) Mte=?MA CHO tnj&T&*Hm£&ffll&® 3 D --61 ? P- 

##^J 1-10 k h SLC-1 <S) £«fctf t h SLC-1 a) mRNA ©58Mt©li5V>JI 
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1-9 Tfltft CHO/hSLC-1 (S)#c 56 % U->& £Xf CHO/hSLC- 
1(L) flc 61 ^D—>©hRHA ©58®SSCytostarT Plate (TTi/tA^ril/ 

"bfc. CH0ASLC-l(S)t**5«fclKCH0ASLC-ia) #©#£ D->£ Cytostar T 
5 Plate <D& well H2.5x lO'fif^JSaLT 24 *m#£Lfc& IOXxM^ 
U>CJ;^TttffiLfc. fc-well fcO.25% Triton X-100 S^ttUTMl 
fl6©3»tt£&tffc«, 3S S 7"WLfcE#l#* : 1 6 © riboprobe 
/Vf 7U^fX£1*fc. 20 mg/ol ©RNaseA^welUcinx-TiSai© 
riboprobe £i&fcU hfcJ:<aei*Lfcf*, ;\<i7V?4Xl>1t 

10 riboprobe ©ftUSHt* TopcoonteF Jfcl*??lft©SlV^?inRNA 
SBMjfiW*. mRNA^S*©©^7^P->©4 J ^e>, 

H»03 1 »{b£#>©.GTP r S n-T >5V >^7yiz-f *m^feT>?3 

15 -X h*£tt©« 

1-10 t h SLC-l 56® CHO «J&* D-> 57 *5 

Wl-4T?H6nfe7yh SLC-l CH0«^ D-> 44 Sffi^T, GTF© 

fcU >BI^®4S^* (pH 7.4) fc fc K *«fct^7y h SLC-l Sffl CM 
20 fl§(lxl0 8 M)£??jS£i2\ ^Lvfc. tt©^l/yM;*t^hA^7 7 
-(10 mM NaHC03 , 5 mil EDTA, pH 7.5)& 10 ml JdjJL >^U hD>3^&5?^ 
-Tlf-fcJfllrVC*^*- h bfc.400Xg T* 15 ^WSij>LyT#6nfc±»£ 

$ loo, oooxg t? i mtoj&foUBmft<Dttmm*&it. zatmab* 2 mi 

©7yk-rA*y77-[50 mM Tris-HCKpH 7.5), 1 mM EDTA, 0.1% BSAO? 
25 ~>M7JUy$», 10 mM MgC12, 100 mM NaCK 1 n M GDP (^7;v>5' 
-nU>m)>0.25mMPMSF(7xn;M^x;!/^n;i/7;i/^^^ K), lmg/ml 
^:/X^X 20mg/ml D-f^^X lOmg/ml 7tX7^7$ K>]fcl 
j»U lOO.OOOXgTmiHBtjfcbfc. tt««fctTiaJKSnfcitB»*Htf 
20 ■lOTyt'f /\'y77-l:Hl. -80° CT?ft#U &ffl©£5 
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k°k>SS© 96 7t7V- Y 7 yfrtny 7 r-TWRLfc SLC-1 CHO 
lfflSam®^171 m 1 ^5>abfcm. DMSO^T^L^3xlO- ,0 M N[CH 2 /i K 

5 i^««Lf:ttMi^2 M K ^i^ra-GuanosineB' -(r 
-thio) triphosphate(HHfc3*aSfl 4h§B) 25 m 1 ^ft^ft»Lfc(Sffl 
ISftll«fil:20 At g/mK [ 35 S] -Guanos ine5' -(r-thio) triphosphate : 
0.33nM) o £©£«£25^T*lim £^77 
A ;i/^-(GF-C) £ffl^T©3l33iU 3 5fcife#i£ (50mM Tris-HCl WiWi 

10 PH7. 5) 300 n 1 T3»Uc. ^7X7>fM-»»f K^-^ 
50 ml mah, m?frnm&ZWifc>>?l'-*H>*V>?-^MMLk. 

miX\Ltz£%<Dft$im&)/ (MCH §»Lfct^©Sfi:l*M-DMSO 
JPLfc xl00<fcl/T> tt&BS* (%) IC, 

15 «*JWJbfc. 





fi^Stt (IC 5ft <t: nM) 




5 



fl^tt (i) . (r) ^.ttPE-n&cDStt, «nfcMCHS«#*Sttfpffl 
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1. £ 

Ar 1 — X — Ar — Y — N ^ ) (I) 

: \ R — •'' 

• * * * * ." 



5 [5fc*K Ar Mi*lftSS*UTV>Tt)«J:Vi|R3RaSS ; 

Ytth fcfi&g£W hx i >t <b £ v^^m^S^bTViT *> £ < , r 

& § ^ 5 ~ >*yn#;v ; & >%m\. 

15 2. R 1 ^3J:^R 2 ^--*fc«^oT7K^M : ?^c«»ilS^bWT 
Y 1 1) t«5S**UTViTt> J:V^****i!l*^(jrt-5S!f*9l 1 18* 

4 . IBM® TO* • feWJTafeSH*^ l fHf^J- 

5 . 5$ 
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10 



Ar 1 — X— Ar — Y — N { } (f) 



XViiCONR 8 , NR 8 CO (R 8 ifcKmm^ AD^VftSnW^iW C »_ a 

YteiHoM^ilc l 6 0*^-1*—* ; 

i^t*^*^^ r x t r 2 t^p^-r^.^^^'fe^e^Wb 

2 W^-T^^^> Y£,fctf Ar £,ht>Kg&S£*UWTfc<fc^g 
^^^MbTViTfei;^, fc«U X J *tCONR (Rte7fcStj^£fc&c 
1 _ 6 7;W*;V£^1') ArftAD^X kFn^X C ,_ 6 TJW 

^*fcttC 1 _ e T^3^>fe*n*ni*fctt2fl*l/T^Tt>J:VW> 

6. X 1 *tCONR 8 ^c»NR 8 CO OfHaMMPf* AD^StlWW 

ApyMb$nTUTt><kv>c 1 _ 6 7;w^x;p^;p^^'T) -eat), r 1 



IB 



25 
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- 1: U v;H?ab SW^S 5 |B«c©^-&#J 0 . 

10. Ar 1 ^, ^S£^bT^T i ba;VU 6 _ 14 7U-;H?gm$nTViT 

11. X 1 COM COO T&Zmim 5 f3«©<t£%o 

is 1 2 . Ar ^zn%ffi&£m&%mmtimm%ti 9 &n b 1 4 ©ag^ss^ 

1 3. Ar -r^$n^^#^^#^u 0M^£^^#&*I^Sil?& 

1 4. ArT^^n-5^^^#^^/U>*fc«^7^W>^^sf 

20 jmsmmwikGWo 

15. X »*« CONR 8 Sfctt NR 8 CO (R 8 fcbJcfUl^, Aoy XbStlWr t> 

;k AoyMbsnwtfc.i:^ c i. 6 7j^Hj^-;v$it) -e&o, 

25 16. Y^$nSi^CD^|(clfeViL6CDX^-i7— ^ -0-, -S-, 
-CO-, -SO-, -S0 2 -> -NR 8 - (R 8 ^7K^-^> APy>fb£ftW 
T*>£^C ^^Mr-Hs AD>r>>ft;$nT^T%)ci;ViC i.sTJWV-*^ 
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1 7. Y^C 1 _ 3 y;l'^l/>Ta&^^5fB^©{fc'&#Jo 

s 19. M***m# i E;i'*u;', tMys>>, hpu>*x 

2,3-i^h KP-f > H-;k 1, 2, 3, 4— f h 7 1 HP ^7 U 1, 2, 3, 4 

io 2 1. 5 |B«©<k;^©^P H 7 v V* 

2 2. 4'-^PP-N-[6-[(N, N-^^75y)^^;i/3-2-^7^;W[l,l'- 

4' pp-N-[6-a-f p u ^-;i^/5 l ;w-2-^-75 i ;w [i, r-tf7x-;w- 

15 4 , -7J^D-N-[2-(I-tfP'J5?r:;P^g l ;W-6-4 i y U-/W [1, l'-fcf^x- 

;W-4-#;w#w* H ; 

4'-7;^p-N-[2-o-t;^u^-;M^;w-6-^y [i, r-tf 71- 

4' -2 dp-n-[2-[(2-^^;v-4, 5-7 1 h* p-ihk 5 £V-;p-i--f ;W 
20 JWHMr/ UrjW [l, l'-t£7x~;W-4-#;i/#*iJ-S h* 

4' pp-n-[2-[(2, 2, 6, 6-x h 5/^;wi-tf^u s?-;w ^^;w-e-^y 
4-(4-^pp7xn;i/)-N-[2-(i-k!p u ^~;M3\>v)-6-3v U-JW-l-tf 
25 N-[2-(i-h°p u v—frttM-k^s u [1. r -H7xn;W-4-*;i/^ 

6-(4-;WV7x-JW-N-[2-(l-HP U e^^MS^-Mr^ 'J^jWraf 
>7$ b* ; 

4-(4-^ h^^7x- ji/)-N-[6-(i-t°p u ^-^^^;w-2-^7^;w-i-tf 
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^U^>*^#*U*5 F ; 

6- (4- ;* h *r is 7 x. riJW -N- [6- (1 - tf P U y^JW W -2-* 7 5 1 ; W - 3 3=- 
>75 F ; 

6- (4-*3^7 i^JW -N- [6- (1- 1! □ U -2-± 7 3\>M 

2 3. i£: Ar'-H (XII) 

L— X— Ar— Y— N<" ) (XI 1 1) 

\ \ /? 
*••....••/ 

■ * 
• • 

Ar 1 — X— Ar— Y— n( ) (i*) 

:• : - V--'' 

• » ♦ • 

• *. .* • 

• • : 

[ft* 0|B-^« ftffiS pilftSg £*T] T?S $ ftfc-ffr&W * fc «■€■ ©*&©§?}§ 
15 2 4. SEftttlWJWT **«*@ 1 fE*©3!lo 

2 6. 5£ 

/"-\ 

Ar — X — Ar — Y — N { (l) 
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[5£*. Ar 1 «SmS^bTViT i b«fcV^S^ ; 
2 7 . 5£ 

Ar -X— Ar— Y-N ' ) {l) 



[5*;*, Ar M;mf&g£WbWTt>J;^gM*S£ ; 
15 X^<fctXY«l^-*fe«^oTim©M^ 1 fcV>L 6 9— £ ; 

. ArUSMS^WLTV^TfeJ;^^^^^^ ; 

wx *> <fc ^^mmmmzmtf. vx & < . r 2 te$£jg-r ^.g^^<t # 

"fcRtSTTSg*^ Y££tf Ar t£b\zm&&*^VXKX'b&^& 
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V-X-Ar— Y-N' } (l) 



^iRSfSS*®^ Y£<fctf Ar ttfefcilSStUWbJ;^ 

29. K^©w««Mwa*«Brr*fc»©. ^ 

1 „ . „/ 



Ar — X — Ar — Y — N _ / (l) 



R 2 — 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<I30> 2723ff00P 
<150> JP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 

1 5 10 15 

lie Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Vat Ser Tyr lie Asn He He Met Pro Ser Yal Phe Gly 

35 . 40 45 

Thr lie Cys Leu Leu Gly He Yal Gly Asn Ser Thr Yal lie Phe Ala 

50 55 60 

Yal Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Yal Pro Asp He 
65 70 75 80 

Phe He He Asn Leu Ser Val Yal Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met lie His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser GJn Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe lie Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys He Lea Gin Arg Met Thr Ser Ser Var Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala lie Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120. 
atcaacatca ttatgccltc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcaclttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acatcctgac tgccatgacc 420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 
tggctctacg ccaggctcat tcccitccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc .900 

ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 

cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 

aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 

<210> 5 

<211> 262 

<212> RNA 

<213> Rat 

<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cgummcgaa aggucucaca gagcacaaug uacacaaagg gguucaggca 240 

262 

gcuguuagca uagcccaagc ug 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

taggtgatgt cagtgggagc catgaagaag ggagtgggga gggcagttgg gcttggaggc 60 
ggcagcggct gccaggctac ggaggaagac ccccttccca actgcggggc ttgcgctccg 120 
ggacaaggtg gcaggcgctg gaggctgccg cagcctgcgt gggtggaggg gagctcagct 180 
cggttgtggg agcaggcgac cggcactggc tggatggacc tggaagcctc gctgctgccc 240 
actggtccca acgccagcaa cacctctgat ggccccgata acctcacttc ggcaggatca 300 
cctcctcgca cggggagcat ctcctacatc aacatcatca tgccttcggt gttcggcacc 360 
atctgcctcc tgggcatcat cgggaactcc acggtcatct tcgcggtcgt gaagaagtcc 420 
aagctgcact ggtgcaacaa cgtccccgac atcttcatca tcaacctctc ggtagtagat 480 
ctcctcttlc tcctgggcat gcccttcatg atccaccagc tcatgggcaa tggggtgtgg 540 
cactttgggg agaccatgtg caccctcatc acggccatgg atgccaatag tcagttcacc 600 
agcacctaca tcctgaccgc catggccatt gaccgctacc tggccactgt ccaccccatc 660 
tcttccacga agttccggaa gccctctgtg gccaccctgg tgatctgcct cclgtgggcc 720 
ctctccttca tcagcatcac ccctgtgtgg ctgtatgcca gactcatccc cttcccagga 780 
ggtgcagtgg gctgcggcat acgcctgccc aacccagaca ctgacctcta ctggttcacc 840 
ctgtaccagt ttttcctggc ctttgccctg ccttttgtgg tcatcacagc cgcatacgtg 900 
aggatcctgc agcgcatgac gtcctcagtg gcccccgcct cccagcgcag catccggctg 960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact atgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 . 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Yal Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Yal Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

.50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser lie Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly lie He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp lie Phe lie He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT lie His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 ' 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

2io 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val lie Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Yal Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<21l> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<2I3> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 
<223> 
<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 
<210> 14 
<211> 1074 
<212> DNA 
<213> Human 
<400> 14 

gtcgacatgg aectggaagc ctcgctgctg cccactggtc ccaacgccag 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg 
glggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct 



caacacctct 


60 


catctcctac 


120 


catcgggaac 


180 


caacgtcccc 


240 


catgcccttc 


300 


gtgcaccctc 


360 


cgccatggcc 


420 


gaagccctct 


480 


cacccctgtg 


540 


catacgcctg 


600 


ggcctttgcc 


660 


gacgtcctca 


720 


ccgcacagcc 


780 


acagctgacc 


840 
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cagttgtcca tcagccgccc gaccctcacc tt.tgtctact tatacaatgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctctg tgagacgttc 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
tcggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc ctgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaagtc 420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cggtagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatccaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt'gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagttccgga agccctctgt ggccaccctg gtgatctgcc tcctgtgggc 720 
cctctccttc atcagcatca cccctgtgtg gctgtatgcc agactcatcc ccttcccagg 780 
aggtgcagtg ggctgcggca tacgcctgcc caacccagac actgacctct actggttcac 840 
cctgtaccag tttttcctgg cctttgccct gccttttgtg gtcatcacag ccgcatacgt 900 
gaggatcctg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcatccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt ctggtcttct ttgtgtgctg 1020 
ggcaccctac tatgtgctac agctgaccca gttgtccatc agccgcccga ccctcac'ctt 1080 
tgtctactta tacaatgcgg ccatcagctt gggctatgcc aacagctgcc tcaacccctt 1140 
tgtgtacatc gtgctctgtg agacgttccg caaacgcttg gtcctgtcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctgtcagcaai cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 1283 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccouug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guatiaaguag 240 
acaaagguga gggacgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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